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Title: TRICYCLIC BENZAZEPTME VASOPRESSIN 

ANTAGONISTS 

This case is a continuation-in-part of Serial 
No. 08/373,132, filed January 17, 1995. 

1. Eiald Qi the invgnciop 

This invention relates to new tricyclic non- 
peptide vasopressin antagonists which are useful in 
treating conditions where decreased vasopressin levels 
are desired, such as in congestive heart failure, in 
disease conditions with excess renal water reabsorption 
and in conditions with increased vascular resistance and 
coronary vasoconstriction. 

2. Background of the Invention 

Vasopressin is released from the posterior 
pituitary either in response to increased plasma 
osmolarity detected by brain osmoreceptors or decreased 
blood volume and blood pressure sensed by low-pressure 
volume receptors and arterial baroreceptors . The 
hormone exerts its action through two well defined 
receptor subtypes: vascular Vi and renal epithelial V2 
receptors. Vasopressin-induced antidiuresis , mediated 
by renal epithelial V2 receptors, helps to maintain 
normal plasma osmolarity, blood volume and blood 
pressure. 

Vasopressin is involved in some cases of 
congestive heart failure where peripheral resistance is 
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increased. Vi antagonists may decrease systemic 
vascular resistance, increase cardiac output and prevent 
vasopressin induced coronary vasoconstriction. Thus, in 
conditions with vasopressin induce increases in total 
5 peripheral resistance and altered local blood flow, Vi- 
antagonists may be therapeutic agents. Vi antagonists 
may decrease blood pressure, induced hypotensive effects 
and thus be therapeutically useful in treatment of some 
types of hypertension. 
10 The blockage of V 2 receptors is useful in 

treating diseases characterized by excess renal 
reabsorption of free water. Antidiuresis is regulated 
by the hypothalamic release of vasopressin (antidiuretic 
hormone) which binds to specific receptors on renal 
15 collecting tubule cells. This binding stimulates 
adenylyl cyclase and promotes the cAMP-mediated 
incorporation of water pores into the luminal surface of 
these cells. V2 antagonists may correct the fluid 
retention in congestive heart failure, liver cirrhosis, 
20 nephritic syndrome, central nervous system injuries, 
lung disease and hyponatremia. 

Elevated vasopressin levels occur in 
congestive heart failure which is more common in older 
patients with chronic heart failure. In patients with 
25 hyponatremic congestive heart failure and elevated 

vasopressin levels, a V 2 antagonist may be beneficial in 
promoting free water excretion by antagonizing the 
action of antidiuretic hormone. On the basis of 
biochemical and pharmacological effects of the hormone. 
30 antagonists of vasopressin are expected to be 
therapeutically useful in the treatment and/or 
prevention of hypertension, cardiac insufficiency, 
coronary vasospasm, cardiac ischemia, renal vasospasm, 
liver cirrhosis, congestive heart failure, nephritic 
35 syndrome, brain edema, cerebral ischemia, cerebral 
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hemorrhage- stroke, thrombosis-bleeding and abnormal 
states of water retention. 

The following prior art references describe 
peptide vasopressin antagonists: M. Manning et al., 
5 J. Med. Cham - . ISL. 382(1992); M. Manning et al., J. Mfid. 
Chem . . 35 , 3895(1992); H. Gavras and B. Lammek, 
U.S. Patent 5,070,187 (1991); M. Manning and 
W.H. Sawyer, U.S. Patent 5,055,448(1991) F.E. Ali, 
U.S. Patent 4,766,108(1988); R. R. Ruffolo et al., Drug 

10 Npws and Perspective. 4(4), 217, (May) (1991) . P.D. 
Williams et al., have reported on potent hexapeptide 
oxytocin antagonists [£. Chem » . 35 . 3905(1992)] 

which also exhibit weak vasopressin antagonist activity 
in binding to Vi and V2 receptors. Peptide vasopressin 

15 antagonists suffer from a lack of oral activity and many 
of these peptides are not selective antagonists since 
they also exhibit partial agonist activity. 

Non-peptide vasopressin antagonists have 
recently been disclosed, Y. Yamamura et al., Science , 

20 252, 579(1991); Y. Yamamura et al.; BL- Pharmacol . 
105 . 787(1992); Ogawa et al., (Otsuka Pharm Co., LTD.) 
EP 0514667-Al; EPO 382185-A2; WO9105549 and 
U.S. 5, 258.510; WO 9404525 Yamanouchi Pharm. Co. , Ltd. , 
WO 9420473; WO 9412476; WO 9414796; Fujisawa Co. Ltd., 

25 EP 620216-A1 Ogawa et al, (Otsuka Pharm. Co.) EP 470514A 
disclose carbostyril derivatives and pharmaceutical 
compositions containing the same. Non-peptide oxytocin 
and vasopressin antagonist have been disclosed by Merck 
and Co.; M.G. Bock and P.D. Williams, EP 0533242A; M.G. 

30 Bock et al., EP 0533244A; J.M. Erb, D.F. Verber, P.D. 
Williams, EP 0533240A; K. Gilbert et al., EP 0533243A. 

Premature birth can cause infant health 
problems and mortality and a key mediator in the 
mechanism of labor is the peptide hormone oxytocin. On 

35 the basis of the pharmacological action of oxytocin, 

antagonists of this hormone are useful in the prevention 



WO 97/49708 



PCIYUS97/10755 



10 



-4- 

of preterm labor, B.E. Evans et al., J. Mfid- Chem. 15., 
3919(1992). jI. ifed. snsm. , ^ 3993 (1993) and references 
therein. The compounds of this invention are 
antagonists of the peptide hormone oxytocin and are 
useful in the control of premature birth. 

The present invention relates to novel 
tricyclic derivatives which exhibit antagonist activity 
at Vi and/or V2 receptors and exhibit in vivo 
vasopressin antagonist activity. The compounds also 
exhibit antagonist activity at oxytocin receptors. 

SUMMARY OF THE TMVFMTTn^ 
This invention relates to new compounds 
selected from those of the general formula I: 

zof )-f 

15 wherein Y is a moiety selected from; -(CH 2 ) n - wherein n 
is an integer from 0 to 2, 

| 

-CHIoweralkyKC^-Cg) a "d — C— ; 

A-B is a moiety selected from 

-(CH 2 ) m N- and -N-(CH 2 )m- 

" R 3 

wherein m is an integer from 1 to 2 provided that when Y 
is -(CH2) n - and n is 2, m may also be zero and when n is 
zero, m may also be three, provided also that when y is 
-(CH2) n - and n is 2, m may not be two; 
and the moiety: 



20 
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represents: (1) phenyl or substituted phenyl optionally 
substituted by one or two substituents selected from 
(C1-C3) lower alkyl, halogen, amino, (C1-C3) lower alkoxy 
5 or (C1-C3) lower alkylamino; (2) a 5-membered aromatic 
(unsaturated) heterocyclic ring having one heteroatom 
selected from O, N or S; (3) a 6-membered aromatic 
(unsaturated) heterocyclic ring having one nitrogen 
atom; (4) a 5 or 6-membered aromatic (unsaturated) 
10 heterocyclic ring having two nitrogen atoms; (5) a 5- 

membered aromatic (unsaturated) heterocyclic ring having 
one nitrogen atom together with either one oxygen or one 
sulfur atom; wherein the 5 or 6-membered heterocyclic 
rings are optionally substituted by (C1-C3) lower alkyl, 
15 halogen or (C1-C3) lower alkoxy; 
the moiety: 



1 

-F 



is a five membered aromatic (unsaturated) nitrogen 
containing heterocyclic ring wherein D, E and F are 
selected from carbon and nitrogen and wherein the carbon 
atoms may be optionally substituted by a substituent 
selected from halogen, (C1-C3) lower alkyl, hydroxy, 
-COCCI3, -COCF3, 
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C-O-lower alkyl(C r C 3 ) f -(CH 2 ) a <f 
<CH 2 ) q -r(2) , -(CH 2 ) q -0 , -(CH 2 ) q -N 



/ \ 



- (CH 2 ) q -0- lower al kyl (C r C 3 ), - (CH 2 ) q 0H, 
0 

II r=i f=i 

•C- lower alkyl (C r C 3 ), -CH ? -N^N -CH,- ^ 
-CH 2 -^n ( -CH 2 -n3j1| , -(CH 2 ) q - N / "^W 4 



-(CH 2 ) q - N^N— <^> 



-CHO, amino, (C1-C3) lower alkoxy, (C1-C3) lower 
alkylamino, CONH-lower alkyl (C1-C3 ) , and -CONflower 
5 alkyl (Ci-C 3 )] 2 ; q is one or two; R b is independently 
selected from hydrogen, -CH3 or -C2H5; 
R 3 is a moiety of the formula: 



0 

II 

C-Ar 



wherein Ar is a moiety selected from the group 
10 consisting of 
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wherein R 4 is selected from hydrogen, lower alkyl (Ci- 
C3), -CO lower alkyl (C1-C3 ) ; 

R 1 and R 2 are selected from hydrogen, (C1-C3) lower 
5 alkyl, (C1-C3) lower alkoxy and halogen; R 5 is selected 
from hydrogen, (C1-C3) lower alkyl, (C1-C3) lower alkoxy 
and halogen; R 6 is selected from (a) moieties of the 
formulae: 
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-NCOAr', -NCOCH^r', -NCONAr', 



-NCO-(CH 2 ) n -cycloalkyl , 




II 

-NH-C-O-lower al kyl (C 3 - C 8 ) straight or branched, 



-NH-C-lower alkyl(C 3 -C a ) straight or branched, 
-NHS0 2 - lower alkyl(C 3 -C 8 ) straight or branched, 

-NH-C-O-lower al kenyl (C 3 - C 8 ) straight or branched 
0 
II 

-NH-C-lower al kenyl (C 3 -C 8 ) straight or branched 
-NHS0 2 -lower al kenyl (C 3 - C 8 ) straight or branched, 
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wherein cycloalkyl is defined as C3-C6 cycloalkyl, 
cyclohexenyl or cyclopentenyl ; R a is independently 
selected from hydrogen, -CH3, -C2H5, 

-(CH 2 ) q -< R R b b , -(oy^iQ 

-<CH 2 ) q -hT) , -(CH 2 ) q -N^0 

5 -(CH2) q -0-lower alkyl(Ci-C3) and -CH2CH2OH, q is one or 
two, and Ri, R2 and Rb are as hereinbefore defined; 
(b) moieties of the formula: 




R b R 2 -NH— 



wherein R 7 is lower alkyl (C3-C8) , lower alkenyl (C3-C8) . 
- (CH2 ) p-cycloalkyl (C3 -C6 ) , 
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wherein p is one to five and x is selected from o, s, 
MB. NCH 3 ; wherein r1 and r2 are as hereinbefore defined; 
(c) a moiety of the formula: 



R b 



■N-COJ 



wherein J is R a , lower alkyl(C3-Ca) branched or 
unbranched, lower alkenyl (C3-C8) branched or unbranched, 
O-lower alkyl(C3-C8) branched or unbranched, -O-lower 
alkenyl (C3-C 8 > branched or unbranched, tetrahydrofuran, 
tetrahydrothiophene. the moieties: 




10 



oh - ob 

s 0 

or -CH2-K' wherein K' is (C1-C3) lower alkoxy, halogen, 
tetrahydrofuran, tetrahydrothiophene or the heterocyclic 
ring moiety: 



N 



\ / 
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wherein D, E, F and G are selected from carbon or 
nitrogen and wherein the carbon atoms may be optionally 
substituted with halogen, {C1-C3) lower alkyl, hydroxy, 
-CO-lower alkyl (C1-C3) , CHO, (C1-C3) lower alkoxy, -CO2- 
5 lower alkyl (C1-C3) , and R a and Rb are as hereinbefore 
defined; 

(d) a moiety of the formula: 



-N-COCHAr' 



wherein R c is selected from halogen, (C,-C z ) 



lower alkyl, -0- lower alkyl (C^-Cj), OH, 



0 




-S-(CH 2 ) 2 -NC^ b -NH(CH,) q -CO<^ 



b ' K b 




wherein R a and Rfa are as hereinbefore defined and Ar' is 
10 selected from moieties of the formula: 
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R w 



.10 



and 





wherein W is selected from o, s, NH, N- lower alkyl (Ci- 
C 3 >, NHCO-lower alkyl (C1-C3) , and NS0 2 lower alkyl (Ci- 
C3 ) ; 

5 R8 and R* are independently selected from hydrogen, 
lower alkyl (C1-C3), -S-lower alkyl (C1-C3) , halogen, 
-NH-lower alkyl ( Cl -C 3 ), -N- [lower alkyl (C1-C3 )] 2, -OCF3, 
-OH, -CN, -S-CF3, -N02. -NH 2 , O-lower alkyl {C1-C3 ) , 

0 

II 

-o-c-(c r c 3 ) , 

10 -N(R b ) (CH 2 )vN(R b )2, and CF 3 wherein v is one to three 
and; 

R 10 is selected from hydrogen, halogen and lower 
alkyl (Ci-C 3 ); Rl4 i s 
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- O- 1 ower al kyl (C 3 - C 8 ) branched or unbranched , 

R b R 10 

I r1 /-k 

.q. C H 2 -C-0-^^ f -f>CH 2 -(CH 2 ) n -0— 



-NH lower aikyl(C 3 -C e ) branched or unbranched , 

-NH-CH 2 (CH 2 ) n — f \!^ Rb 

-NHCO — r % 

-NH-CH 2 -C-{3^ R . -NHCO-^Q> 
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wherein n is 0 or 1; R a is hydrogen, -CH 3 or -C 2 H 5; R- 
is hydrogen, (C1-C3) lower alkyl, (C1-C3) lower alkoxy and 
5 halogen; r20 is hydrogen, halogen, (C1-C3) lower alkyl, 
(C1-C3) lower alkoxy, NH2 , -NH(Ci-C3) lower alkyl, -n- 
t (C1-C3) lower alkyl] 2, 



WO 97/49708 



PCT/US97/10755 



-15 



-N 



/ — \ 

• U- 1 ow er al kyl (C r C 3 ) , 

NH- (CH 2 ) p - NHI ower al kyl (C,- C 3 ) , 
NH-(CH 2 ) p -NDower al kyl (C r C 3 )\ 



•NH-(CH 2 ) p -N^) t -NH-(CH 2 ) p -nQ> , 



/ — \ 

NH- (CH 2 ) p - N N- 1 ower al kyl (C,- C 3 ) , 



R R R ! 

-NH-(CH 2 ) p -0 • icO-Lo-Q 

\ 

and the pharmaceutically acceptable salts thereof. 

DETAILED DESCRTPTTON OF TTTF TttVENTTON 

Within the group of the compounds defined by 
5 Formula I, certain subgroups of compounds are broadly 
preferred. Broadly preferred are those compounds 
wherein R3 is the moiety: 

0 
II 

-CAr 



and Ar is selected from the moieties: 
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Y is (CH2) n and n is one or zero; 

wherein R l. r2, r 4. r5 , r 6 ^ r14 are as hereinJbefore 
defined. 

Especially preferred are compunds wherein r3 
is the moiety: 



-CAr and 

Ar is selected from the moieties: 





10 Y is -(CH 2 ) n and n is one and m is one; 

wherein r1.r2.r4, r 6 and R 14 are as hereinbefore 
defined. 

Especially preferred are compounds wherein r3 
is the moiety: 



15 



-CAr and 

Ar is selected from the moieties: 
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Y is -(CH2)n and n is one or zero; 
R 6 is 



I 

-NCOAr', -NCOChLAr', -NCONAr 



I' 

-NCO-(CH 2 ) n -cycloalkyl ; 



-X-R 



5 wherein cycloalkyl is defined as C3-C6 cycloalkyl, 

cyclohexenyl or cyclopentenyl; and wherein X, R a , Rb and 
R 14 are as hereinbefore defined; and Ar' is selected 
from the moieties: 

. 8 



8 



10 wherein R 8 , r9 and w are as hereinbefore defined. 

Also especially preferred are compounds 
wherein Y in Formula I is -(CH2) n - and n is zero or one; 
A-B is 
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-(CH 2 ) m -N-R a n'.fcfljy . 

and Rl, R 2, r4, r 5, r 6, r 7, r8 , r 9, r 10 ^ R 14 are as 
hereinbefore defined; and m is an integer from 1-2. 

The most preferred of the compounds of Formula 
I are those wherein Y is -(CH 2 ) n - and n is one; A-B is: 



-CH ? -N-R 3 or R 3 -N-CH, 



10 



R3 is the moiety: 



-CAr 

Ar is selected from the moieties: 





r6 i 



is 



I 

■NCOAr' 



•X-R' 



r r r 

•NCOCHjAr', -NCONAr', 

I' 

-NCO-(CH 2 ) n -cycloalkyl ; 
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<CH2)n-cycloalkyl wherein cycloalkyl is defined as C3-C6 
cycloalkyl, cyclohexenyl or cyclopentenyl; wherein X, 
Ra* Rb and R 14 are as hereinbefore defined; 
and Ar 1 is: 




5 

wherein R 5 , R 8 and R 9 are as previously defined. 

The most highly broadly preferred of the 
compounds of Formula I are those wherein Y is - (CH2) 
and n is zero or one; wherein the moiety: 




10 

is a phenyl, substituted phenyl, thiophene, furan, 
pyrrole or pyridine ring; 
A-B is: 

-(CH 2 ) m -L 3 or R 3 i-(CH 2 ) m - 

15 m is one when n is one and m is two when n is zero; D, 
E, F, rI, r2, r4, R 5 t R 7 g R 8 # R 9 f R 10 are as previously 
defined; 

R3 is the moiety: 

0 

1 

-CAr 

20 wherein Ar is selected from the moieties: 
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and R6 is selected from the group: 

*' ^ !« 

- NCOAr ', -NC0CH 2 Ar', - NCONAr 



X-R 



7 , 



r 

•NCO-(CH 2 ) n -cycloalky! ; 



where Ar' is selected from the group: 

8 




and r14. x, W, R a , R b and cycloalkyl are as previously 
described. 

More particularly preferred are compounds of 
the formulae: 
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12 



J1 



and 




wherein the moiety: 




?o 



is selected from a phenyl, thiophene, furan, pyrrole, or 
5 pyridine ring; 
R 3 is the moiety: 

0 



CAr 



wherein Ar is selected from the moieties: 





10 r6 is 



WO 97/49708 



PCT/US97/10755 



-22 



r i' !• f b 

-NCOAr', -NCOCH^', -NCONAr 

-X-R f -NCO-(CH 2 ) n -cycloalkyl ; 

and Ar' is selected from the moieties: 

.8 




wherein X, R a , R b , R 5, r 7 # r8 , r 9, r 14, cycloalkyl and 
5 W are as hereinbefore described; 

R 11 is selected from hydrogen, halogen, (C1-C3) lower 
alkyl, hydroxy, 



0 
II 

-C- lower alkyl (C r C 3 ), 

-CHO, and (C1-C3) lower alkoxy; and r« i s selected from 

10 hydrogen, (C1-C3) lower alkyl, halogen and {C1-C3) lower 
alkoxy . 

Also particularly preferred are compounds of 
the formulae: 
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12 





11 



3 



and 



R 12 R " 



wherein m is one or two; 
the moiety: 




zo 



is selected from a phenyl, thiophene, furan, pyrrole or 
pyridine ring; 
R 3 is the moiety: 

0 



-CAr 

10 wherein Ar is selected from the moieties: 





R6 



is 
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NCOAr *, 



R a R b 



I I" I 

-NCOCHjAr', -NCONAr', 

-X-R 7 f -NCO-(CH 2 ) n -cycloalkyl ; 

(CH2) n cycloalkyl; Ar 1 is selected from the moieties: 




wherein X, R a , R b . R 5 , r6. r8, r 9, r 14, cycloalkyl and 
5 W are as hereinbefore defined; 

R 11 is selected from hydrogen, halogen, (C1-C3) lower 
alkyl, hydroxy, 

"(CH 2 ) q r< o Rb 



-C- lower alkyl(C r C 3 ), 

-CHO, and (C1-C3) lower alkoxy; and 
10 r12 i s selected from hydrogen, (C1-C3) lower alkyl, 
halogen and (C1-C3) lower alkoxy. 

More particularly preferred are compounds of 
the formulae: 
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r3 is the moiety: 



CAr 



wherein Ar is selected from the moieties: 





R 6 i 



IS 



I' 



R. R 



a , b 



- NCOAr - NC0CH,Ar - NCON Ar 



-X-R f -NCO-(CH 2 ) n -cycloalkyl ; 



r!4 i s 
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wherein n is 0 or 1; R a is hydrogen, -CH 3 or -C 2 H 5 ; R- 
is hydrogen, (C1-C3 ) lower alkyl, (Ci-C 3 ) lower alkoxy and 
halogen; r20 is hydrogen, halogen, (C1-C3) lower alkyl, 
(C1-C3) lower alkoxy, NH 2 , -NH (C1-C3 ) lower alkyl, -N- 
[ (C1-C3) lower alkyl] 2 , 

■O . -o . 
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wherein cycloalkyl is defined as C3-C6 cycloalkyl, 
cyclohexenyl or cyclopentenyl; Rb is hydrogen; R a is 
independently selected from hydrogen, -CH3, -C2H5 or 
- (CH2)qN(CH3)2; Ar* is selected from the moieties: 



wherein q, X, R a , Rb* R 5 * R^ * R 8 , R 9 , R 10 , R 11 and w 
are as hereinbefore described; 

R 12 and R 13 are independently selected from hydrogen, 
{C1-C3) lower alkyl, halogen, amino, (C1-C3) lower 
10 alkoxy or (C1-C3) lower alkylamino. 

Also particularly preferred are compounds of 
the formulae: 




8 



8 



10 



5 



R 



n 



■J3 I 




R 



wherein m is one or two; 
15 R 3 is the moiety: 



0 



-CAr 



wherein Ar is selected from the moieties: 
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R 6 is 




-X-R 7 t -NC0-(CH 2 ) n -cycloalkyl ; 

wherein cycloalkyl is defined as C3-C6 cycloalkyl, 
cyclohexenyl or cyclopentenyl ; Rb is hydrogen; R a is 
independently selected from hydrogen, -CH3, -C2H5 or 
- (CH2) q N(CH3)2; and Ar' is selected from the moieties: 




wherein q, x, R a , R b , r5, r7, r8, r 9, R ll, R 14 and w . 
10 are as hereinbefore defined; 

R 12 and R 13 are independently selected from hydrogen, 

(C1-C3) lower alkyl, halogen, amino, (C1-C3) lower 

alkoxy or {C1-C3) lower alkylamino. 

The most highly broadly preferred of the 
15 compounds are those of the formula: 
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A'B 

wherein Y is a moiety - (CH2) 
A-B is a moiety: 

-N-(CH 2 )— 



5 the moiety: 



is a five membered aromatic (unsaturated) nitrogen 
containing heterocyclic ring optionally substituted by 
halogen, (C1-C3) lower alkyl, and - (CH2) q-N (Rfa) 2 wherein 
10 D is carbon; q is 1 or 2; Rfa is independently selected 
from hydrogen, -CH3, and C2H5; 
R 3 is a moiety of the formula: 

0 

-:-Ar 

wherein Ar is a moiety selected from the group 
15 consisting of 
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R 1 and R 2 are independently selected from hydrogen, (Ci- 
C3) lower alkyl, (C1-C3) lower alkoxy and halogen; r14 is 
selected from a moiety of the formula: 




wherein R a is hydrogen; r10 i s selected from hydrogen, 
halogen, and (C1-C3) lower alkyl; r8 is selected from 
hydrogen, lower alkyl (C1-C3) , -S-lower alkyl (C1-C3) , 
halogen, -NH-lower alkyl (C1-C3 ) , -N-Uower alkyllCi- 
10 C3)l2» -OCF3, -OH, -CN, -S-CF3, -NO2 . -NH2 . O-lower 
alkyl {C1-C3 ) , CF3 , and 

0 

II 

-0-C-(C 1 -C 3 ) ; 

and the pharmaceutical^ acceptable salts, esters and 
15 pro-drug forms thereof. 
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Among the more preferred compounds of this invention 
those selected from: 

{3-Chloro-4- [3-dimethylaminomethyl) -5H, llH-pyrrolo- [2,1- 
c ] [ 1 , 4 ] -benzodia z epine - 1 0 - carbony 1 ] -phenyl } -bipheny 1 - 2 - 
carboxylic acid amide. 

{3-Chloro-4- [3- (4-methylpiperazin-l-ylmethyl) 5H, 11H- 

pyrrolo[2, 1-c] [1, 4]benzodiazepine-10-carbonyl) ] -phenyl}- 

biphenyl-2-carboxylic acid amide. 

[4- (3-Dimethylaminomethyl-5H, llH-pyrrolo[2, 1-c) - 

[1, 4 ]benzodiazepine-10 -carbonyl) -3-methoxy-phenyl] -biphenyl- 

2 -carboxylic acid amide. 

[3-Methoxy-4- (5H, llH-pyrrolo [2 , 1-c] [1, 4] -benzodiazepine-10- 
carbonyl) -phenyl] -bipheny 1-2 -carboxylic acid-amide. 

{3-Methoxy-4-[3- (4-methyl-piperazin-l-ylmethyl) -5H, 11K- 
pyrrolo[2, 1-c] [1, 4]benzodiazepine-10-carbonyl] -phenyl}- 
biphenyl-2-carboxylic acid amide. 

{2-Methoxy-4-[3-(4-methyl-piperazin-l-ylmethyl) -5H, 11H- 
pyrr olo [ 2 , 1-c ] [ 1 , 4 ] benzodiazepine - 10 -carbony 1 ] -phenyl } - 
biphenyl-2 -carboxylic acid amide. 

[ 4 - ( 3 -Dimethylaminomethyl-5H, llH-pyrrolo [2,1- 

c ] [ 1 , 4 ] ben zodiaz epine - 1 0 - carbony 1 ) - 2 -me thoxy -phenyl ] - 

biphenyl-2 -carboxylic acid amide. 

{ 3 -Bromo-4 - [ 3 - ( dimethyl-amino-methyl ) -5H, llH-pyrrolo [2,1- 
c] [ 1 , 4 ] benzodiazepine-10-carbonyl ] -phenyl -bipheny 1 -2 - 
carboxylic acid amide. 

{ 3 -Bromo-4 - [ 3 - ( 4 -methyl-piperazin-l-ylmethyl ) -5H, 11H- 
pyrrolo [2, 1-c] [1, 4]benzodiazepine-10-carbonyl] -phenyl }- 
biphenyl-2-carboxylic acid amide. 

[3-Chloro-4- (3-morpholin-4-ylmethyl-5H,llH-pyrrolo[2, 1- 
c] [1, 4] benzodiazepine-10-carbonyl) -phenyl] -biphenyl-2 - 
carboxylic acid amide. 

{4- [3- (2-Aminoethyl)-5H,llH-pyrrolo[2, 1-c] 

[1,4] benzodiazepine-10 -carbonyl] -3 -chloro -phenyl } -biphenyl-2 - 
carboxylic acid amide. 

N- [3 - (3 -Me thoxy-5K, lOH-pyrazolo [ 5 , 1-c ][ 1 , 4 ] benzodiazepine-9 - 
carbonyl) -phenyl] -2 -pyridin- 2 -yl-benzamide. 
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N-[3-Chloro-4-(5H,llH-pyrrolo[2,l-c][l,4]benzodiazepine-10- 
carbonyl) -phenyl] -2-thiophen-2-yl-benzamide. 

N-(3-Chloro-4-(5H,llH-pyrrolot2 / l-c][l,4]benzodiazepine-10- 
carbonyl) -phenyl] -2-pyridin-3-yl-benzamide. 

N-[3-Chloro-4.(5H / llH-pyrrolof2,l-c]tl < 4]benzodiazepine-10- 
carbonyl) -phenyl] -2-pyridin-4-yl-benzamide. 

The compound N-[4-(3-Methoxy-5H,llH-pyrrolot2,l-c] [1,4]- 
benzodiazepine-10-carbonyl) -phenyl] -2-pyridin-2-yl-benzamide. 
N- [ 4 - ( 3 -Dime thylaminomethy 1 - 5H , llH-pyrrolo [ 2 , 1 - c ] 

[l,4]benzodiazepine-10-carbonyl)-3-methoxy-phenyl]-2-pyridin- 
2-yl-benzamide. 

N-[3-Bromo-4-(5H,UH-pyrrolor2.1-c][l,4]benzodiazepine-10- 
carbonyl) -phenyl] -2 -pyridin-2-yl-benzamide. 
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Compounds of this invention may be prepared as 
shown in Scheme I by reaction of tricyclic derivatives 
of Formula la and 2h with a substituted or unsubstituted 
5 6-nitropyridine-3-carbonyl chloride ± to give the inter- 
mediates S3, and 5h. Reduction of the nitro group in 
intermediates and 5h gives the 6-aminopyridine deri- 
vatives £a and £h. The reduction of the nitro group in 
intermediates 5& and 5h may be carried out under 

10 . catalytic reduction conditions (hydrogen-Pd/C; Pd/C- 
hydrazine-ethanol) or under chemical reduction condi- 
tions (SnCl2-ethanol; Zn-acetic acid TiCl3) and related 
reduction conditions known in the art for converting a 
nitro group to an amino group. The conditions for con- 

15 version of the nitro group to the amino group are chosen 
on the basis of compatability with the preservation of 
other functional groups in the molecule. 

Reaction of compounds of Formula £3, and £k 
with aroyl chloride or related activated aryl carboxylic 

20 acids in solvents such as chloroform, dichloromethane, 
dioxane, tetrahydrofuran, toluene and the like in the 
presence of a tertiary base such as triethylamine and 
diisopropylethylamine or pyridine and the like, affords 
the compunds £a and £h which are vasopressin antago- 

25 nists. 
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Scheme i f cont'd) 





alky) (C 3 -C 8 )COCI 
alkyl(c 3 -C 8 )O-C0CI 
alkenyl (C 3 -C 8 )COCI 
alkenyl (C 3 -C 8 )OCOCI 



Ar'COCI 



Ar'CH 2 COCI 



cycloalkyl(CH 2 ) n COCI 
? Ar'NCOCI 



alkyl(C 3 -C 8 )S0 2 CI 
alkenyl (C 3 -C 8 )S0 2 CI 
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R 6 = NHCOAr 1 ; -NHCONAr'; -NHCO(CH 2 ) n cycloalkyl 



Reaction of tricyclic derivatives of Formula 
la and jLb with either a carbamoyl derivative 2. or a 
isocyanate derivative 1Q. gives compounds (Scheme 2) of 
formula Ha and Hfc which are vasopressin antagonists of 
Formula I wherein is 



-NHCOCH/r ' , -NHCOal kyl (C 3 -C 8 ),-NHC0 2 al kyl (C 3 - C 8 ), 
-NHCOalkenyl (C 3 -C 8 ), -NHC0 2 al kenyl (C 3 -C 8 ), 



-NHS0 2 al kyl (C 3 -C fl ), -NHS0 2 al kenyl (C 3 -C 8 X 




2 



-NHCONAr' 
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Scheme 2 



0 
II 

2. CI-C-NAr' 



ZO 



or b 
0=C=NAr' 

1Q 



Y-,/ E 




11a 



fib 



H 



NHCONAr 1 
I 

lib 



Reaction of tricyclic derivatives of Formula 
jLa and £h with arylacetic acids, activated as the acid 
chlorides 12, anhydrides, mixed anhydrides or activated 
with known activating reagents, gives compounds 13a and 
13b (Scheme 3) . 
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Scheme ? 



? 

Cl-C-CH^' 
12 



zO )*f 




NHCOCHjAr' 

13a 




NHCOCH 2 Ar' 
13b 



The compounds of Formula I wherein Y, A-B, 2, 
R 1 , R 2 and r3 are as defined and the Ar moiety of r3 
5 (-COAr) is 




N "X-R 



may be prepared, as shown in Scheme 4, by reacting an 
activated ester of the pyridine-3-carboxylic acid II 



WO 97/49708 



PCT/US97/10755 



-39- 

with tricyclic derivatives la and 2h- The pyridine-3- 
carboxylic acids 1A niay be activated by preparing the 
anhydride, a mixed anhydride or reacting with diethyl 
cyanophosphonate, H,M-carbonyldiimidazole or related 
5 peptide coupling reagents. Alternatively, the acid 
chloride derivatives 15. may be prepared from the acid 
derivatives 14 and oxalyl chloride or thionyl chloride 
in an inert solvent. The solvent is removed and the 
derivative reacted with 2a or 2h at 0°C to 25°C in 

10 dichloromethane as solvent and a tertiary amine such as 
triethylamine as a base. The activating reagent for the 
pyridine-3-carboxylic acids 14 is chosen on the basis of 
its compatibility with other substituent groups and the 
reactivity of the activated derivative toward the 

15 tricyclic derivatives 2a and 2h to give the vasopressin 
antagonists ISa and 16b . 




Alternatively, the compounds of Formula I 
wherein Y, A-B, z, r1, r2 and r3 are as defined and the 
Ar moiety of R 3 (-C0Ar) is 
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wherein R 6 is the moiety 

-x-R 7 and X is S, NH, NCH3 
may be prepared as shown in Scheme 5 by first converting 
5 tricyclic derivatives 2& and 2h into the intermediates 
17a and 17b and then reacting these intermediates with 
potassium, sodium, or lithium anions (R 7 -x~) to give the 
products 16a and 16b. The symbol M + is a metal cation 
derived from reacting a compound HXR 7 with a metal 

10 hydride (sodium or potassium hydride, for example) or 
LDA, n-butyl lithium, lithium bis (trimethylsilyl) amide 
and the like. 

The reaction of intermediates 17a and 17b with 
the moieties R 7 -NH2 and R 7 -NHCH3 may also be carried 

15 without first forming the corresponding anions. Thus, 
heating intermediates 17a and 17b with excess R 7 -NH2 or 
R7-NKCH3 in an inert solvent or without solvent gives 
the products 16a and 16b wherein X is NH or NCH3 . 
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2a 



Clv^O 
Rd 

Rd = CI, Br 



zO 




M + X-R 7 



zO >=f 



2h 




Rd 




M + X-R 7 




1 C~ 



1 cu 
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Alternatively, the intermediates 17a and 17b 
may be converted to the more reactive fluoride deriva- . 
tives 18a and 18b as shown in Scheme £. Reaction of the 
fluoride intermediates 18a and ^8b with amines NH2R 7 and 
5 CH3NHR 7 gives the 6-aminonicotinoyl derivatives 12£ and 
12h. 
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As an alternative method for synthesis of 
compounds of this invention as depicted in Formula I 
wherein Y, A-B, D, E, F and Z are as previously 
5 described and R 3 is 




is the coupling of pyridinyl carboxylic acids 20. with 
the tricyclic derivatives and 2h to give 21a and 21b . 

The pyridine carboxylic acids are activated 

10 for coupling by conversion to an acid chloride, bromide 
or anhydride or by first reacting with an activating 
reagent such as H,H-dicyclocarbodiimide, diethyl 
cyanophosphonate and related "peptide type" activating 
reagents. The method of activating the acids 20. for 

15 coupling to the tricyclic derivatives 2a and 2h is 
chosen on the basis of compatibility with other 
substituent groups in the molecule. The method of 
choice is the conversion of the 3 -pyridinyl carboxylic 
acids 211 to the corresponding 3-pyridinylcarbonyl 

20 chlorides. The 3-pyridinylcarbonyl chlorides 22 may be 
prepared by standard procedures known in the art, such 
as reaction with thionyl chloride, oxalyl chloride and 
the like. The coupling reaction is carried out in 
solvents such as halogenated hydrocarbons, toluene, 

25 xylene, tetrahydrofuran, or dioxane in the presence of 
pyridine or tertiary bases such as triethylamine and the 
like (Scheme 7). Alternatively, the 3-pyridinyl- 
carbonyl chlorides 22, prepared from the carboxylic 
acids 2IL may be reacted with derivatives 23. and 2h in 

30 pyridine with or without 4- (dimethylamino) pyridine. 
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In general, when the 3-pyridinyl carboxylic 
acids 2£L are activated with "peptide type" activating 
reagents, higher temperatures are required than when the 
3-pyridinylcarbonyl chlorides are used. 

Scheme 7 




11a zih 
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Scheme 8 




The starting materials l£ and 2h in the foregoing 
Schemes 1-7 may be prepared as follows. In accordance 
5 with Scheme 8, alkylation of heterocycles of structural 
type 2i with an alkylating moiety such as 21 gives 
intermediates 25.. The heterocycle 21 may contain an a- 
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carboxaldehyde function or an a-carboxylic and/or ester 
function as shown in Scheme 8. where the intermediate 
25. (R 15 =H) contains an a-carboxaldehyde group, 
hydrogenation with palladium-on-carbon gives reduction 
5 and ring closure in one step to give 21- 

in derivatives 21 where r15 is an a-carboxylic 
and/or an a-carboxylic ester function, the intermediate 
amino acid derivative 22 is first isolated and then ring 
closed. The ring closure of derivatives 22 may be 
10 carried out by heating or by activation of the acid 
function (22:r15 =h) for ring closure. The cyclic 
lactams 21 are conveniently reduced with diborane or 
lithium aluminum hydride to give intermediates 21. 
Reaction of tricyclic derivatives 21 with aroyl 
15 chlorides {ArCOCl), where Ar is as hereinbefore defined, 
gives diazepines 2£. 

Tricyclic derivatives of structural type 21 
may be prepared as shown in Scheme 9. Formylation of 21 
under known conditions in the literature, such as 

20 Vilsmeier formylation, gives intermediates 21 which on 
reduction and ring closure affords tricyclics 12. 

Where the ring containing the symbol Z is a 
substituted or unsubstituted phenyl group, the procedure 
gives 4,5-dihydropyrrolo[l,2-a) -quinoxalines 21. These 

25 derivatives 21 and 21 may be reacted with aroyl 

chlorides (ArCOCl) wherein Ar is as previously defined 
or with a substituted or unsubstituted 6-nitropyridine- 
3-carbonyl chloride or with a nitrogen protecting group, 
such as benzyloxycarbonyl chloride to give compounds 21 

3 0 and 21- The compounds 21 and 21 may be reacted with 
chlorine, bromine or halogenating reagents such as N- 
chlorosuccinimide, N-bromosuccinimide and the like to 
give compounds Al and Al wherein Rl? is a halogen atom. 
The derivatives IS. and 21 may be formylated and 

35 acetylated to give products 4£ and 41 wherein R* 7 is a 
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CHO or a -COCH3 group. Halogenation, formylation and 
acetylation of derivatives 2£ gives 1-substituted 4,5- 
dihydropyrrolofl, 2-a] quinoxalines. The derivatives 2£, 
39 , 40 and 41 wherein 

R 16 

is a substituted or unsubsti- 
5 tuted 6-nitro-3-pyridinylcarbonyl group are reduced to 
give the 6-amino-3-pyridinylcarbonyl derivatives 42d and 
43d which are reacted with reagents Ar'COCl, Ar , CH2COCl 
or 

Ar'-NCOCI • 

1 

10 wherein Ar' and Rb are as previously hereinbefore 
defined, to give tricyclic diazepines 4A and 45.. 
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R, 6 =ArCO 
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Scheme 9 fcont'fj) 



42 



Reagent 
Ar'COCI 

Ar'CH^COa 

Ar'NCOCI 



13. 




17 



11 £_ 
ArEONH 

atx:h 2 conh 

Ar'-N-CONH 
I 





The compounds of this invention wherein R 3 is 



the moiety: 



-CAr 

5 and the Ar group is. the moiety: 
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and R 6 , R a , Rfa# Y, R 1 , R 2 , Z and Ar' are as previously 
defined and wherein R* 1 is selected from the moieties: 

-CH< R R ; -CH 2 N^) , -CH 2 NQ 




5 

may be synthesized as shown in Scheme 10. 

The tricyclic pyrrolodiazepines A£ and 42 are 
reacted with appropriate amines in the presence of 
formaldehyde to give the aminomethylene derivatives AS. 
10 and 42.. The reaction may be carried out with aqueous 
formaldehyde or its equivalent in the presence of the 
appropriate amine in a lower alkanol at room temperature 
or preferably at temperatures of 50°C-100°C. The 
aminomethylene derivatives 4& and 42. may be converted to 
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hydrochloride salts or succinic acid and maleic acid 
salts as well as other pharmaceutical^ acceptable acid 
salts. 
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Scheme 10 
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As shown in Scheme 11, reaction of tricyclic 
derivatives of Formula ia and 2h with substituted and 
unsuhstituted arylcarbonyl chlorides .5£, wherein R 1 , R 2 
and R 14 are hereinbefore defined gives compounds £1 and 
5 .52 which are vasopressin antagonists. 
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Scheme 12 (cont'd) 



r 25 coci 



51 




=0 




14 



R 

56a 



v — y N—( cH 2 ) m 
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Reaction of tricyclic derivatives of Formula 
la and 3fc with a substituted or unsubstituted phenyl 
carbonyl chloride 51 gives intermediates 54a and 54b , 
The reduction of the nitro group in intermediates 54a 
5 and 54J2 may be carried out under catalytic reduction 
conditions (hydrogen-Pd/C ; Pd /C -hydra zine-ethanol) or 
under chemical reduction conditions (SnCl2-ethanol; Zn- 
acetic acid TiCl 3 and related reduction conditions known 
in the art for converting a nitro group to an amino 

10 group. The conditions for conversion of the nitro group 
to the amino group are chosen on the basis of 
compatability with the preservation of other functional 
groups in the molecule. 

Reaction of compounds of Formula 55& and 55b_ 

15 with acid chlorides, R 2 5coci or related activated acid 
carboxylic acids in solvents such as chloroform, 
dichloromethane, dioxane, tetrahydrofuran, toluene and 
the like in the presence of a tertiary base such as 
triethylamine and diisopropylethylamine or pyridine and 

20 the like, affords the compounds 5£a and 5£h which are 
vasopressin antagonists. 

The acid chlorides r25 C 0C1 are those wherein 
R 25 is selected from the group 
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Wherein n is 0 or 1; R a is hydrogen, -CH3 or 
-C2H5; R* is hydrogen, (C1-C3) lower alkyl, (C1-C3) lower 
5 alkoxy and halogen; R 2 0 i s hydrogen, halogen, (C1-C3)- 
lower alkyl, (C1-C3) lower alkoxy, NH2, -NH {C1-C3 ) -lower 
alkyl, -N-[ {C1-C3) lower alkyl] 2, 
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10 



■o . -o . o 



- N- 1 ow er al kyl (C, - C 3 ) , 

- NH- (CH 2 ) p - NHI ower al kyl (C r C 3 ) , 

- NH- (CH 2 ) p - NO ower al kyl (C,- C 3 )\ , 

-NH-(CH 2 ) p . N ^) ^ -NH-(CH 2 ) p -NQ^ 
•NH-(CH 2 ) V V lower alkyl(C,-C 3 ) , 



b I 



.NH-(CH 2 ) p - Nw O , i^.o^fk 



Preparation of some tricyclic diazepines 
useful for starting materials for the synthesis of 
compounds of this invention are shown in Schemes 8 and 
9. Other tricyclic diazepines are prepared by 
literature procedures or by methods known in the art or 
by procedures reported for the synthesis of specific 
known tricyclic diazepines. These diazepine ring 
systems discussed below when subjected to reaction 
conditions shown in Schemes 1, 2, 3. 4, 5. 6, 7, 9 and 
10 give the compounds of this invention. 
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The tricyclic diazepine ring system, 10,11- 
dihydro-5H-imidazo [ 2 , 1-c ] [1,4] benzodiazepine , 




5 is reported by G. Stefancich, R. Silvestri and M. 

Artico, HfiL. Chem . 2Q., 529(1993); ring substitution 
on the same ring system is reported by G. Stefancich, M. 
Artico, F. Carelli, R. Silvestri, G. deFeo, G. Mazzanti, 
I. Durando, M. Palmery, IL Farmaco. , 
10 429(1985) . 




H 
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is reported by F. Povazunec, B. Decroix and J. Morel, jr. 
Hfit- Chem. 21, 1507(1992) and is reduced to give the 
tricyclic heterocycle 9,10-dihydro-4H-furo[2,3- 
e]pyrrolo[l,2-a] [1 , 4]diazepine . 




H 



The tricyclic 5, 10-dihydro-4H-pyra2olo [ 5, 1-c] [1,4] benzo- 
diazepine ring system is reported by L. Cecchi and G. 
Filacchioni, UsL. Chem . . 21. 871(1983); 




The synthesis of 9-oxo-9, 10-dihydro-4H-pyrrolo[l,2-a] - 
thieno[2,3-e] [1, 4] diazepine is reported by A. Daich and 
B. Decroix, £iiH. 20£.. £hlm. Fr 121, 360(1992); 
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H 

and is reduced with boron-dimethylsulf ide to give 9,10- 
dihydro-4H-pyrrolo [ 1 , 2 -a] thieno [ 2 , 3 -e] [ 1 , 4 ] diazepine . 




H 



5 Also reported by A. Daich and B. Decroix is 5-oxo-4,5- 
dihydropyrrolo [ 1 , 2 -a ] thieno [ 3 , 2 -e ] [ 1 , 4 ] diazepine 




which is also reduced to give 4 , 10-dihydro-5H-pyrrolo- 
1 1 , 2-a] thieno [ 3 f 2-e] [ 1 , 4 ] diazepine 
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Reported by B. Decroix and J. Morel, BsL. chem . . 21, 
81(1991) are 5fi-pyrrolo[l, 2-a] thieno[3,2-e] [l,4]diaze- 
pine; 




and 4fl-pyrrolo[l,2-a]thieno[2.3-e] U, 4]diazepine. The 
10ji-pyrrolo[l,2-a]thieno[3,4-£] [1, 4]diazepine is 
reported by A. Daich, J. Morel and B. Decroix, 
Heterocyclic £h^m. , 21, 211(1994) . Reduction by 
10 hydrogen-Pd/C or chemical reduction with reagents such 
as sodium cyanoborohydride and acetic acid gives the 
dihydro tricyclic heterocycles 
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The synthesis of the tricyclic 1, 5 -benzodiazepine ring 
system, 6 , 7 -dihydro-5H-pyrrolo [ 1 , 2 -a] [ 1 , 5 ] benzodiaze- 
pine, has been reported by F. Chimenti, S. Vomero, R. 
5 Giuliano and M. Artico, IL Farmaco , ££. , 22, 

339(1977). Annelated 1, 5 -benzodiazepines containing 
five membered rings have been reviewed by A. Chimirri, 
R. Gitto, S. Grasso, A.M. Monforte, G. Romeo and M. 
Zappala, Heterocvcles . 2A, No. 3, 604(1993), and the 
10 ring system 6, 7 -dihydro-5H-pyrrolo [ 1,2 -a ] [1, 5] benzo- 
diazepine is described. 



triazolo[4, 3-\&] [1, 5]benzodiazepin-5-ones from 1,2- 
15 dihydro-3H-4-dimethylamino-l, 5-benzodiazepin-2-ones has 
been described by M. DiBroccio, G. Roma, G. Grossi, M. 
Ghia, and F. Mattioli Em:. J. Chem : 2£, 489(1991). 

Reduction of 5, 6-dihydro-4H- [1, 2, 4] triazolo[4,3-&) - 




H 



The preparation of 5 , 6-dihydro-4H- [1 , 2 , 4 ] - 
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[l,5]benzodiazepin-5-ones with diborane or lithium 
hydride gives the tricyclic 5,6-dihydro derivatives. 




The compounds of this invention and their 
5 preparation can be understood further by the following 
examples, but should not constitute a limitation 
thereof. 

Refgrgnrp Fvamplp ] 

1' (2"Nir.rQPhenv1 )-lH-nvrm1P ^2-carhn y AlH^Y^^ 
10 To a solution of 3.76 g of l-(2-nitro- 

phenyl) pyrrole in 20 ml of N,N-dimethylf ormamide at 0°C 
is added dropwise with stirring 3 ml of phosphorus 
oxychloride. Stirring is continued for 30 minutes and 
the reaction mixture is heated at 90°C for 1 hour. 
15 After cooling to room temperature the mixture is treated 
with crushed ice and the pH adjusted to 12 with 2 N 
sodium hydroxide. The resulting suspension is filtered, 
washed with water and dried to give 5.81 g of the 
desired product as a light yellow solid, m.p. 119°- 
20 122°C. 

Reference Fxamnlg ? t 
4, 5-Dihvdro-pvrroln-n. - guinoxaling 
To a solution of 1.0 g of 1- (2-nitrophenyl) - 
lH-pyrrole-2-carboxaldehyde in 40 ml of ethyl alcohol 
25 and 40 ml of ethyl acetate, under argon, is added 40 mg 
of 10% Pd/C. The mixture is hydrogenated at 40 psi for 
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2 hours and filtered through diatomaceous earth. The 
filtrate is concentrated in vacuo to a residue which is 
dissolved in ether and treated with hexanes to give 
0.35 g of the desired product as a beige solid, irup. 
5 108°-110°C. 

Reference Example 3 
N- f2-Ni trobgn2Qvl)pvrrole-2-carboxaldehvde 

To an ice bath cooled solution of 5.6 g of 2- 
pyrrolecarboxaldehyde in 40 ml of tetrahydrofuran is 
added 2.4 g of 60% sodium hydride in mineral oil. The 
temperature elevates to 40°C. After stirring for 20 
minutes a solution of 11.0 g of 2-nitrobenzoyl chloride 
in 20 ml of tetrahydrofuran is added dropwise over 20 
minutes. After stirring in the cold for 45 minutes, the 
reaction mixture is poured into ice water and ether then 
filtered. The cake is washed with additional ether. 
The two phase filtrate is separated and the ether layer 
dried and concentrated in vacuo to give 10 g of a 
residue as a dark syrup which is scratched with ethanol 
to give crystals which are collected by filtration, 
washed with ether and then dried to afford 3.2 g of 
solid, m.p. 95-99°C. 

Reference Example 4 

i n , u -pi hvdro- 5H-pvrrolo T2 . l-c 1 [ 1 , 4 1 benzodiazeoin-5 -one 

A mixture of 1.5 g of N- (2-nitrobenzoyl) - 
pyrrole-2-carboxaldehyde in 50 ml of ethyl acetate, 2 
drops of concentrated HCl and 0.3 g of 10% Pd/C is 
shaken in a Parr apparatus under hydrogen pressure for 
1.75 hours. The mixture is filtered, 0.4 g of 10% Pd/C 
added and the mixture shaken in a Parr apparatus under 
hydrogen pressure for 2 hours. The reaction mixture is 
filtered through diatomaceous earth and the filtrate 
concentrated in vacuo to give 1.0 g of a yellow oil. 
The residue is purified on thick layer chromatography 
plates by elution with 4:1 ethyl acetate thexane to give 
107 mg of the desired product as an oily solid. 
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Ref^renc^ Example 5 

1- (2-Nitrobenzvl } O-pY^n lecarboxal^ph yflg 
To 5.56 g of 60% sodium hydride in mineral 
oil, washed three times with hexane, is added 300 ml of 
5 N,N-dimethylformamide under argon. The reaction mixture 
is cooled in an ice-bath and 13.2 g of pyrrole-2- 
carboxaldehyde is added slowly. The reaction mixture 
becomes a complete solution and is stirred for an 
additional 10 minutes. While stirring, 30.0 g of 2- 
10 nitrobenzyl bromide is added slowly. After complete 
addition, the reaction mixture is stirred for 30 
minutes, the ice bath is removed and the reaction 
mixture stirred at room temperature for 24 hours. The 
N,N-dimethylformamide is concentrated in vacuo to give a 
residue which is stirred with ice water for 1 hour. The 
resulting solid is collected, air dried, then vacuum 
dried to give 30.64 g of the desired product as a tan 
solid, m.p. 128-132°C. 

Reference E**mp1p g 

lQill-dihvdrQ-5H-pvrroTof2.i-crn .nibenzndiaTPp^P 
A mixture of 30.6 g of 1- (2-nitrobenzyl) -2- 
pyrrolecarboxaldehyde and 3.06 g of 10% Pd/C in 400 ml 
of ethyl acetate and 400 ml of ethyl alcohol is hydro- 
genated over 18 hours. The reaction mixture is filtered 
through diatomaceous earth and the filtrate is treated 
with activated carbon and filtered through diatomaceous 
earth. The filtrate is concentrated in vacuo to give a 
residue which is dissolved in methylene chloride con- 
taining ethyl alcohol. The solution is passed through a 
pad of silica gel and the pad washed with a 7:1 hexane- 
ethyl acetate solution to give 16.31 g of the desired 
product as solid, m.p. 145-148°C. 
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ppfp^pnrP Example 7 
T-MethvlbenzofblthTttnhene-2-acet.vl chloride 
A mixture of 2.0 g of 3-methylbenzo[b] - 
thiophene-2-acetic acid and 19.4 ml of thionyl chloride 
5 is heated at reflux for 1 hour. The volatiles are 
evaporated, in vacuo to give a residue which is con- 
centrated from toluene three times and dried under 
vacuum to give 2.25 g of the desired product as a 
residue. 

10 Reference Example 8 

4-Chloro-2-methoxvbenzovl. chloride 
A solution of 2.0 g of 4-chloro-£-anisic acid 
in 22 ml of thionyl chloride is heated at reflux for 1 
hour. The volatiles are evaporated in VACUO to give a 
15 residue which is concentrated from toluene three times 
and dried under vacuum to give 2.0 g of the desired 
product as a residue. 

Reference Example 9 

3- (Trif luoromethvl)ben?ovl chloride 
20 A solution of 2.0 g of o-trif luoromethyl- 

benzoic acid in 21 ml of thionyl chloride is heated at 
reflux for 1 hour. The volatiles are evaporated in 
vacuo to give a residue which is concentrated from 
toluene three times and dried under vacuum to give 2.1 g 
25 of the desired product as a residue. 

BfifscsiicjB Example Ifl 

2-Mer.hvlnhenvlacetvl chloride 
A solution of 2.0 g of o-tolylacetic acid in 
27 ml of thionyl chloride is heated at reflux for 1 
30 hour. The volatiles are evaporated in vaCVP to Q± ve a 
residue which is concentrated from toluene three times 
and dried under vacuum to give 2.1 g of the desired 
product as a light brown oil. 
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Reference Examnie n 

3-Methvl-4-nit:m-hpn^l chlnHHp 
A mixture of 1.81 g of 3-methyl-4-nitrobenzoic 
acid and 1.25 g of thionyl chloride in 75 ml of chloro- 
5 form is heated at reflux under argon for 48 hours. The 
volatiles are removed in vaci^o to a residue which is 
evaporated with toluene several times in vacuo . The 
residue is partially dissolved in methylene chloride and 
filtered free of solids and the filtrate evaporated in 
10 vacuo to give 1.47 g of the desired acid chloride. 

Reference Fv^mnlp 1? 

A 2.0 g portion of sodium hydride (60% in oil) 
is washed with pentane two times. To the residue is 

15 added 110 ml of N,N-dimethylformamide under argon. With 
stirring and external cooling, 4.80 g of 2-imidazole- 
carboxaldehyde is added and the cooling bath removed. 
Slight external heating results in a yellow solution. 
The reaction mixture is chilled in ice and 10.8 g of 2- 

20 nitrobenzyl bromide is added. The reaction mixture is 
stirred at 0°C for 18 hours. The volatiles are removed 
in Y&cua to a residue which is stirred with ice water, 
filtered and the cake washed well with water and suction 
dried to give 10.9 g of the desired product as a solid, 

25 m.p. 141-144°C. MH+ 232. 

Reference Examnle u 
Ifl . U-PihvdrP-5H-imidazof 2 . 1 -cl M 41 b enzodiazenine 

A 5.0 g sample of 1- <o-nitrobenzyl) -imidazole- 
2-carboxaldehyde is dissolved in 150 ml of hot ethyl 

30 alcohol, cooled to room temperature and filtered. To 
the filtrate is added 0.5 g of 10% Pd/C and the mixture 
hydrogenated at 48 psi for 4 hours. An additional 0.5 g 
of 10% Pd/C is added and hydrogenation continued for 25 
hours at 65 psi. The mixture is filtered through 

35 diatomaceous earth and the cake washed with ethyl 
acetate. The filtrate is evaporated in vacuo to a 
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residue which is dissolved in methylene chloride, 
treated with activated carbon, filtered through 
diatomaceous earth and hexanes added to the filtrate at 
the boil to give 1,86 g of the desired product as a 
5 crystalline solid, m.p. 164-170°C. 

Reference Example 14 

10. ll-Dihvdro-5H-imidazor2.1-c1 n , 41 benzodiazepine 

To a suspension of 4 mmol of lithium aluminum 
hydride in 20 ml of anhydrous tetrahydrofuran is added a 

10 1 mmol solution of 10, ll-dihydro-ll-oxo-5H-imidazo- 

[2, 1-c] [1, 4] benzodiazepine and the mixture is refluxed 
for 24 hours and cooled at 0°C. To the mixture is added 
dropwise 0.12 ml of water and 6 ml of 1 N sodium 
hydroxide. The mixture is extracted with ethyl acetate 

15 and the solvent removed to give the desired product as a 
solid. Recrystallization from methylene chloride -hexane 
gives crystals, m.p. 164-170°C. 

Reference Exaipp3.e 15 

9. lQ-Dihvdro-4H-furor2.3-e1pvrrolofl,2-a1 [ 1 . 4 1 diazeoine 

20 To a suspension of 4 mmol of lithium aluminum 

hydride in 25 ml of anhydrous tetrahydrofuran is added 1 
mmol of 9,10-dihydro-4H-furo[2,3-e]pyrrolo[l,2-a] [1,4]- 
diazepin-9-one. The mixture is refluxed for 12 hours 
and allowed to stand overnight. To the mixture is added 

25 dropwise 0.12 ml of water and then 6 ml of 1 N sodium 
hydroxide. The mixture is extracted with ethyl acetate 
and the extract dried (Na2S04) . The volatiles are 
removed in vacuo to give the desired product as a solid. 

Reference Example 16 

30 9 . 10-Pihvd ro-4H-furo \2 . 3-elpvrrolof 1 . 2-al [ 1 . 41 diazeoine 
A solution of 1 mmol of 4H-furo [2 , 3-e]pyrrolo- 
[1,2-a] [l,4]diazepine and 0.2 g of 10% Pd/C in 10 ml of 
ethanol is hydrogenated for 18 hours. The reaction 
mixture is filtered through diatomaceous earth and the 

35 filtrate is evaporated in vacuo to give the desired 
product as a solid. 
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Referencr Esamalfi 17 

9 , 10-Dihvdro-4H-Pvrroln r 1 . ?-*1 thieno [ 2 . W1 - 

To a mixture of 7.0 g of 9-oxo-9 , 10-dihydro- 
5 4H-pyrrolo[l,2-a]thieno[2,3-e] [1, 4]diazepin in 25 ml of 
anhydrous tetrahydrofuran is added 9 ml of 10 molar 
boron-dimethylsulfide in tetrahydrofuran. The mixture 
is refluxed for 6 hours. The solution is cooled to room 
temperature and 25 ml of methanol added dropwise. The 

10 volatiles are removed under vacuum. To the residue is 
added 100 ml of 2 N NaOH. The mixture is refluxed 5 
hours and filtered. The solid is extracted with di- 
chloromethane and the extract is washed with 2 N citric 
acid, water and dried (Na2S04) . The solvent is removed 

15 in vacuo to give the desired product as a solid. 

4 , lQ-PihYdro-5H-pvrrolo f l , 2-al thienon . 2-p1 - 
Q. 41diazepinq 
To a suspension of 7.0 g of 5-oxo-4 , 5-dihydro- 
20 pyrrolo[l,2-a] thieno [3 , 2-e] [1, 4]diazepine in 25 ml of 
anhydrous tetrahydrofuran is added 9 ml of 10 M borane- 
dimethylsulf ide in tetrahydrofuran. The mixture is 
refluxed for 6 hours. The solution is cooled to room 
temperature and 25 ml of methanol added dropwise. The 
25 volatiles are removed under vacuum. To the residue is 
added 100 ml of 2 N NaOH. The mixture is refluxed 5 
hours and filtered. The solid is extracted with di- 
chloromethane and the extract is washed with 2' N citric 
acid # water and dried (Na2S04) . The solvent is removed 
3 0 to give a solid. 

Reference F^mplP ]Q 
5 , 6-Pihvdro-4H- Q , 2 . 41 triazolo T4 . 3-al fl , 51 benzodiazepine 

A mixture of 7.0 g of 5,6-dihydro-4H-[l,2,4] - 
triazolo- [4,3-a] [1, 5]benzodiazepin-5-one in 25 ml of 
35 tetrahydrofuran is added 9 ml of 10 M borane- 

dimethylsulf ide in tetrahydrofuran. The mixture is 
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refluxed for 6 hours, cooled to room temperature and 25 
ml of methanol added dropwise. The volatiles are 
removed under vacuum and to the residue is added 100 ml 
of 2 N sodium hydroxide. The mixture is refluxed for 5 
5 hours, chilled and extracted with dichlorome thane. The 
extract is washed with 2 N citric acid, water and dried 
(Na2S04). The solvent is removed under vacuum to give a 
solid. The solid is purified by chromatography on 
silica gel to give the desired product, 

10 ppfprfince Example 20 

1 - f 3-Nirronhenvl) -IH-wrro l fi-2-carboxaldehvde 
A sample of 4.7 g of sodium hydride (60% in 
oil) is washed with hexane (under argon). To the sodium 
hydride is added 200 ml of dry N,N-dimethylf ormamide and 

15 the mixture is chilled to 0°C. To the mixture is added 
10.11 g of pyrrole -2 -car boxaldehyde in small portions. 
The mixture is stirred 10 minutes and 15.0 g of 1- 
f luoro-2 -nitrobenzene added dropwise. After the addi- 
tion, the mixture is stirred at room temperature 16 

20 hours and the mixture concentrated (65°C) under high 
vacuum. To the residue is added 400 ml of dichloro- 
methane and the mixture washed with 150 ml each of H2O, 
brine and dried (Na2S04) . The solvent is removed in 
Vacuo to give a yellow solid. Crystallization from 

25 ethyl acetate-hexane (9:1) gives 17.0 g of light yellow 

crystals, m.p. 119°-122°C. 

ppfprpnrp Example 21 

4 10 -Dih vdro - 5H-pvrrolo f 1 , 2 -a 1 r.h i eno f 3 , 2 - e 1 - 

30 To an ice cooled mixture of 2.1 g of pyrrole- 

2-carboxylic acid and 2.3 g of methyl 3-aminothiophene- 
2-carboxylate in 40 ml of dry dichloromethane is added 4 
g of N, N-dicyclohexylcarbodiimide. The mixture is 
stirred at room temperature for 3 hours and filtered. 

35 The filter cake is washed with dichloromethane and then 
extracted twice with 60 ml of acetone. The acetone 
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extract is concentrated to dryness to give 0.8 g of 
solid, m.p. 214-218°C. To a suspension of the preceding 
compound (1.19 g) in 20 ml of dry tetrahydrofuran is 
added 0.2 g of sodium hydride (60% in oil). After the 
5 hydrogen evolution, the mixture is stirred and refluxed 
for 4.5 hours, cooled and poured into ice-water. The 
precipitated solid is filtered and the solid triturated 
with petroleum ether (bp 30-60°C) to give 0.75 g of 
4 , 10-dihydro-4 , 10-dioxo-5fl-pyrrolo- [1, 2 -a] thieno [3 . 2- 

10 e][l, 4]diazepine as a solid, m.p. 280-290°C. The 

preceding compound (0.362 g) is added to an ice-water 
cooled solution of 1 M diborane in tetrahydrofuran. The 
mixture is stirred at room temperature for 65 hours. 
The solution is concentrated to dryness and ice-water 

15 added to the residue. The mixture is acidified with 

dilute HC1, stirred and then basified with solid NaHC03 . 
The mixture is filtered to give 0.223 g of a solid 
(foam) m.p. 80-85°C. 

Reference Examnlp ?p 

20 10 . ll-Pihvdro-5H-l . 2 . 4-triaznlo H , 4 -r 1 - 

fli41benzodifl7PT)irp 

A mixture of 2.2 g of 2-cyanoaniline, 2.0 g of 
methyl bromoacetate and 1.3 g of potassium carbonate in 
12 ml of dry N,N-dimethylformamide is heated at 150- 

25 155°C for 40 minutes. The cooled mixture is poured into 
ice-water and the mixture filtered to give 2 g of methyl 
[N- (2 -cyanophenyl) amino] acetate as a yellow solid, m.p. 
70-78°C. The preceding compound (2.0 g) is added to a 
solution of 0.5 g of sodium methoxide in 50 ml of 

30 methanol. The mixture is shaken under an atmosphere of 
hydrogen with the catalyst Raney-Ni for 19 hours. The 
mixture is filtered through diatomaceous earth and the 
filtrate evaporated. Water is added to the residue and 
the mixture filtered to give 2 , 3 , 4 , 5-tetrahydro-lH-l, 4- 

35 benzodiazepin-3-one as a yellow solid, m.p. 167-170°C. 
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A mixture of the preceding compound (1.6 g) 
and 0.84 g of phosphorus pentasulfide in 10 ml of dry 
(dried over KOH) pyridine is stirred and heated at BO- 
SS^ for 15 minutes. The mixture is poured into water 
5 and stirred for 30 minutes. Filtration gives 1.0 g of 
1, 2, 4, 5-tetrahydro-3H~l, 4-benzodiazepin-3-thione as 
yellow solid, m.p. 150-153°C. 

The preceding compound (0.5 g) and 0.5 g of N- 
f onnylhydrazine in 6 ml of dry n-butanol is refluxed for 
10 16 hours and the solvent removed. The gummy residue is 
triturated with cold water and the mixture filtered. 
The solid is triturated with acetone to give 0.19 g of 
yellow solid, m.p. 232-237°C. 

FeEerepce Example 2 3 

15 4 . 5-Dihvdro -6H- n , 2.41 triazolo [ 4 , 3-al fl , 51 ~ 

benzodiazepine 
A mixture of 2,3,4,5-tetrahydro-lJi-l,5-benzo- 

diazepin-2-thione (0.8 g) and 0.80 g of N-formyl- 
hydrazine in 8 ml of n-butanol is stirred and refluxed 
20 for 18 hours and the solvent removed under vacuum. Ice 
water is added to the residual solid and the mixture 
filtered to give 0.312 g of a gray solid, m.p. 162- 
165°C. 

Reference Example 24 

25 4 , s-Pihvdro-6H-imidazori. 2-al U . 51 benzodiazepine 

A mixture of 30 g of acrylic acid, 33 g of £- 
phenylenediamine is heated on a steam bath for 1.5 hours 
and the cooled black mixture triturated with ice-water. 
The aqueous phase is decanted and ice and aqueous 

30 ammonium hydroxide added to the residue. The mixture is 
extracted with dichlorome thane and the extract concen- 
trated to dryness. The residue is triturated with 
carbon tetrachloride and filtered. The oily solid is 
triturated with a small amount of ethanol to give 9.7 g 

35 of a solid. Trituration of the solid with ethyl acetate 
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gives 2, 3 , 4, 5-tetrahydro-lfl-l, 5-benzodiazepin-2-one as 
an impure solid, m.p. 75-107°c. 

A mixture of the preceding compound {11.3 g) 
and 5,9 g of phosphorus pentasulfide in 70 ml of dry 
5 pyridine is stirred and heated at approximately 80°C for 
20 minutes. The mixture is poured into water and the 
mixture stirred for 30 minutes. Filtration gives 8.6 g 
of 2,3, 4,5-tetrahydro-lH-l / 5-benzodiazepin-2-thione as a 
solid, m.p. 154-157°C. 

10 A mixture of the preceding compound (0.70 g) , 

1.0 g of aminoacetaldehyde dimethyl acetal and 15 mg of 
4-methylbenzenesulf onic acid monohydrate in 6 ml of dry 
n-butanol is refluxed for 4 hours and the solvent 
removed under vacuum. The residue is heated (refluxed) 

15 with 10 ml of 3 U hydrochloric acid for 55 minutes. Ice 
is added to the cooled mixture and the mixture made 
basic with solid NaHC03 . The mixture is extracted with 
dichloromethane and the extract dried (Na2S04) . The 
solvent is removed to give an orange syrup which solidi- 

20 fied on standing. The oily solid is triturated with 

acetone to give a light yellow solid (0.185 g) m.p. 119- 
122°C. 

Reference Example 25 
l-(2-NitrQPhenvl)-2-pyrroleacetic acid, ethvi ester 

25 To a stirred mixture of 1.88 g of l-(2- 

nitrophenyl) pyrrole, 4.80 g of ethyl iodoacetate and 
2.22 g of FeS04.7H20 in 40 ml of dimethyl sulfoxide is 
added dropwise 10 ml of 30% hydrogen peroxide while 
keeping the reaction mixture at room temperature with a 

30 cold water bath. The mixture is stirred at room 

temperature for one day. An additional 2.4 g of ethyl 
iodoacetate, 1.1 g of FeS04.7H20 and 5 ml of 30% 
hydrogen peroxide is added and the mixture stirred at 
room temperature for 1 day. The mixture is diluted with 

35 water and extracted with diethyl ether. The organic 

extract is washed with water, brine and dried (Na2S04). 
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The solvent is removed and the residue (2.12 g) chroma - 
tographed on silica gel with ethyl acetate-hexane (1:4) 
as solvent to give 0,30 g of product as a brown gum. 

Rpfprgntre Example 26 
5 £ , 7-nihvdrn-5H-nvrr n1nn .2-al n . 51 benzodiazeoin-6-one 
To a solution of 0.8 mmol of l-(2-nitro- 
phenyl) -2 -pyrroleacetic acid, ethyl ester in 3 ml of 
ethanol is added stannus chloride dihydrate (SnCl2.2H20) 
in 2 ml of concentrated hydrochloric acid (with cooling 
10 in water bath) . The mixture is stirred at room tempera- 
ture for 5 hours and chilled in an ice bath. To the 
mixture is added slowly saturated sodium carbonate 
solution. The solid which precipitates is filtered and 
the solid washed with water and then extracted with 
15 echyl acetate. The ethyl acetate extract is dried 

(Na2S04) and the solvent removed to give 0.16 g of solid 
which is triturated with ether to give 0.11 g of product 
as an off-white solid. 

?»f»r»Tl r » Example 27 
20 fi,7-n^vrirn-^nvrrnlnf1.2-a1 f 1 . 5 1 benzodiazepine 

To a solution of 0.070 g of 6, 7-dihydro-5H- 
pyrrolo[l,2-a] [l,5]benzodiazepin-6-one in 2 ml of 
tetrahydrofuran is added 0.45 ml of a 2.0 M solution of 
diborane-dimethylsulfide in tetrahydrofuran. The 
25 mixture is refluxed for 3 hours, poured into water and 
made basic with 2 N NaOH. The tetrahydrofuran is 
removed under vacuum and the residual aqueous mixture 
extracted with diethyl ether. The extract is washed 
with brine, dried (Na2S04) and the. solvent removed to 
30 give 0.065 g of a colorless oil; one spot by thin layer 
chromatography (silica gel) with ethyl acetate-hexane 
(1:2) as solvent (Rf 0.81) . 
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Reference Example S>R 
l-f2-Nir.ro-5- (ethoxvcarbnnvl 1 benzyl 1 -p yrrole-2- 
carboxaldehyr^ 
To a stirred slurry of 2.2 g of sodium hydride 
5 (60% in oil, washed with hexane) in tetrahydrofuran is 
added at 0°C a solution of 4.5 g of pyrrole-2-carbox- 
aldehyde in 25 ml of tetrahydrofuran. After the addi- 
tion is complete, a solution of 15 g of ethyl 4-nitro-3- 
bromomethylbenzoate in 30 ml of dry tetrahydrofuran is 
10 slowly added under nitrogen. The reaction mixture is 
stirred at 20°C for 8 hours and carefully quenched with 
water. The reaction mixture is extracted with chloro- 
form which is washed with water, dried with Na2S04 and 
concentrated in vacuo to give 12 g of the desired 
15 product as a solid; mass spectrum (M + H)349. 

Reference Example 2Q 
l-f2-Nitro-4- (ethoxvcarbonvl )ben2vlT-nvrrole-2- 

The conditions of Example 28 are used with 
20 ethyl 3-nitro-4-bromomethylbenzoate to give 13.0 g of 
the desired product as a solid; mass spectrum (M + K)349. 

Reference Example TO 
Ethvl 10 , ll-Dihvdro-SH-pvrr olo [ 2 . 1 -r 1 [ 1 . A 1 - 
benzodiazepine-7-carboxvlat-e 
25 a solution of 10.0 g of 1- [2-nitro-5- (ethoxy- 

carbonyl ) benzyl] -pyrrole -2- carboxaldehyde in 150 ml of 
absolute ethanol containing 1.0 g of 10% Pd/C is 
hydrogenated in a Parr apparatus for 16 hours under 40 
psi of hydrogen. The reaction mixture is filtered 
30 through a pad of diatomaceous earth and the filtrate 
concentrated in vacuo to a residue of 5.5 g of the 
desired product as a solid; mass spectrum (M + H)255. 
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Ref^rcnce Example 31 

Ethvl 10 , ll>Dihvdro-5H>Dvrrolof 2 . 1-cl fl , 41 = 
benzodiazepine-8-carboxvlate 
The hydrogenation conditions of ethyl 10,11- 
5 dihydro-5H-pyrrolo[2, 1-c] [1, 4] -benzodiazepine-7-car- 
boxylate are used with 1- [2-nitro-4- (ethoxycarbonyl) - 
benzyl] -pyrrole-2-carboxaldehyde to give 5.0 g of the 
desired product as a solid; mass spectrum (M + H)255. 

Reference Example 32 

10 2-Methyl£urane'3-ca3rbQnvl chloride 

A mixture of 4.0 g of methyl-2-methylfurane-3- 
carboxylate, 30 ml of 2 N NaOH and 15 ml methanol is 
refluxed for 1.5 hours. The solvent is removed under 
vacuum to give a solid. The solid is extracted with 

15 dichloromethane (discarded) . The solid is dissolved in 
water and the solution acidified with 2 N citric acid to 
give a solid. The solid is washed with water and dried 
to give crystals 1.05 g of crystals of 2-methylfuran-3- 
carboxylic acid. The preceding compound (0.95 g) and 3 

20 ml of thionyl chloride is refluxed for 1 hour. The 

solvent is removed, toluene added (20 ml, three times) 
and the solvent removed to give the product as an oil. 

Reference Example 33 
2- f2- (Tributvlstannvl) -3-thienvll -1 , 3-dioxolane 

25 To a stirred solution of 15.6 g (0.10 mol) of 

2- (3-thienyl) -1, 3-dioxolane in 100 ml of anhydrous 
ether, n-butyl-lithium (1.48 N, in hexane, 74.3 ml) is 
added dropwise under nitrogen at room temperature. 
After being refluxed for 15 minutes, the reaction 

30 mixture is cooled to -78°C and tri-n-butyltin chloride 

(34.18 g, 0.105 mol) in 100 ml of dry tetrahydrofuran is 
added dropwise. After the addition is complete, the 
mixture is warmed to room temperature and the solvent 
evaporated. To the oily residue 100 ml of hexane is 

35 added, and the resulting precipitate (LiCl) is filtered 
off. The filtrate is evaporated and the residue dis- 



WO 97/49708 



PCT/US97/10755 



-82- 

tilled at reduced pressure, giving 34.16 g (77%) of the 
desired product. 

Reference EgaiDPlg V 
Methvl 6-aminQPvridjTiA -3-carhQxvlafP 
5 Dry methanol {400 ml) is cooled in an ice bath 

and HC1 gas is bubbled into the mixture for 25 minutes. 
To the MeOH-HCl is added 30 g of 6-aminopyridine-3- 
carboxylic acid and then the mixture is stirred and 
heated at 90°C for 2 hours (all the solid dissolved) . 
10 The solvent is removed under vacuum and the residual 

solid dissolved in 100 ml of water. The acidic solution 
is neutralized with saturated sodium bicarbonate (solid 
separated) and the mixture chilled and filtered to give 
30 g of white crystals, m.p. 150°-154°C. 
15 Reference Examnle ^ 

$-f (5-£tWQrq-2-ingthvlben70vl)aminolwridine-l - carboxvlig 

acid 

To a mixture of 4.5 g of methyl 6-amino- 
pyridine-3-carboxylate and 5.53 ml of triethylamine in 

20 40 ml of dichloromethane (cooled in an ice bath) is 

added 6.38 g of 5-f luoro-2-methylbenzoyl chloride in 10 
ml of dichloromethane. The mixture is stirred at room 
temperature under argon for 18 hours and an additional 
3.4 g of 5-fluoro-2-methylbenzoyl chloride added. After 

25 stirring at room temperature for 3 hours, the mixture is 
filtered to give 3.0 g of methyl 6- [ [bis (5-f luoro-2- 
methylbenzoyl ) ] amino] pyridine-3-carboxylate. The 
filtrate is concentrated to dryness and the residue 
triturated with hexane and ethyl acette to give an 

30 additional 9.0 g of bis acylated compound. 

A mixture of 12.0 g of methyl 6- [[bis (5- 
f luoro-2-methylbenzoyl) ] amino] pyridine-3-carboxylate, 60 
ml of methanol-tetrahydrofuran (1:1) and 23 ml of 5 fi 
NaOH is stirred at room temperature for 16 hours. The 

3 5 mixture is concentrated under vacuum, diluted with 25 ml 
of water, cooled and acidified with 1 N HCl. The mix- 
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cure is filtered and the solid washed with water to give 
6.3 g of the product as a white solid. 

As described for Reference Example 35, but 
substituting the appropriate aroyl chloride, heteroaroyl 
5 chloride, cydoalkanoyl chlorides, phenylacetylchlorides 
and related appropriate acid chlorides, the following 6- 
[ (aroylamino]pyridine-3-carboxylic acids, 6-[ (hetero- 
aroyl ) amino ]pyridine-3-carboxy lie acids and related 6- 
[ (acylated ) amino] pyridine -3- carboxy lie acids are 
10 prepared. 

p P fp r pnrP Example 3 6 

fi-r f3-MPthvl -2>thienvlcarbonvl)aminolpvridine-3- 
rflrftoyylic acid 

Rpfprfince Example 37 
15 fi-f (2-Methvl-3-th.i pnvlcarbnnvl)aminolnvridine~3- 

rarboxvlic acid 
^f^nro Example 38 
6- r ( 3 -Merhvl-2 -f uranvlcar hnnvl ) aminol Pvridine-3- 
r arhoxvlic acid 
20 Rfrf fiance Example 39 

6 - f ( 2 -Methvl -3 - f ura nvl carbonvl ) amino 1 ovr idine-3 - 

r^rtaw/lic acid 

ppfprencfi Example 40 

fi-r f3-fiuor 0 -2- Tn g thvlbenzovl)aminolpvridine'3-carbQ^YUc 
25 acid 

Fpfffirftncft Example 41 





6- 


r ( 2-Methvlbenzovl ) aminol Pvridine-3- 


-carboxYlic 


acid 




e- 


Rpforence Example 42 
f ( 2 -nhlorohimzavl) aminol lKridinfiii 




acid 


30 


6- 


Rpfprpnce Example 43 
f f 2 -Fluorohenzovl ) aminol pyridine- 3 ■ 


-carb<?XYlic 


ecid 



ftpfgrpnee Example 44 
fi- [ (9-rhlorQ-4>fluoro> 7Pn7nvl)aminoTpvridine-3-carboxvlic 

acid 

35 p^r^nce Example 45 

6-f (2 . 4-Dichloroben2Q Yl } amino 1 pvridinP-3 -earboxvl ic acid 
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Reference Ex ample 46 

6-r (4-Chloro-a-fluQrQben2Qv1 UminolnvridinP-1 - carboxvlir 

acid 

Reference F.xampl e 47 
5 6-f (3 ,4,5-Trimer.hoxvbenzovl)aminn1nvridinP-?-r arhr>yYl if 

acid 

ReferpncP Example 4» 

6- f (2 ■ 4-Difluorobenznvl laminnlpyridinP -3-rarhoxvl ic arid 

Referenrp Example 49 

10 6-f (2-Bromobenzovl)amino1pvridine-l-ra r boxvlir arid 

Referenrp F.xampl p 50 
6-f (2-ChlQro-4-nitrobenzovl)amino1nv T -idir l P-3-rarhovv1 ir 

acid 

Referenre Example 51 
15 6- r (Ter.rahvdrQfuranv1.-2-carbonv l)amino1nvridinP-^- 

carboxvlic arid 
Reference Example 5? 
6-f (TetrahvdrQthienv1-2-carbonvl)aminn)nvridinP-^- 

carhoxvlic arid 
20 Referenrp Example 5J 

6-f (Cvclohexy-lcarbQnvl)amino1pvridinP-?-rarboxvlir acid 

Reference Example 54 
6-f (CVclohex-3-enecarbQnvl)amino1pvridinp-3-carhnw1 ir 

acid 

25 Referenrp Example 55 

6- f ( 5-FlU0r0-2-methvlbenzenearPtv1 ) ami nr.1 nvridi n P -V 

carboxvlic acid 

Reference ExamplP 56 
6-f (2-Chlorobenzeneacetvl ) amino! wri dine-3-carboxvlic 
30 acid 

Referenrp Example 57 
6-f (cvclopentvlcarbonvl )aminolpvridinP-T-ra rboxvlic acid 

Reference Example 5ft 
6-f (cvclQhexvlacer.vl >aminnlpvridine-T-r arboxvlic acid 
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RpfprpnrP Example 59 
g- f ( 3 -MPrhvl -2 ^ hi envlacprvl 1 aminol nvridine-3 -carboxvlic 

acid 

Ppfgrgrw-P Example 60 
5 - r f ? -Meth yl -1 -thienvl acetyl ) amino! pvridine-3 -carboxvlic 

acid 

ppfprpnrp Example 61 
f n-vtprhvl -2- fnranvlacer.vl ) aminol nvridine-3 -carboxvlic 

acid 

10 Example 62 

p- M p^h v ^-? - f11ranvlace^.vl)amino^^vririine-3-carboxvUc 

acid 

BpfprPtir-P Example 63 
6- f f 3 -Methvl -2 -tetrah vdrothienvlacetvl ) aminol pyridine- 3 - 
15 ra-rhnvylir acid 

Rpfprpnrp Example 64 
^-^ •f?-MPthv1-1-rprrahvd rnrhienvlacprv1 ) aminol Pvridine-3- 

carboxvlic acid 
ppfprpncp Example 65 
20 6- f ( 2 . 5-ni chlorobpnzovl ) a minol pvridine-3 -carboxvl ic acid 

RpfprpncP Example 66 
C-tn. S-TVichlorobenz o vl ) aminol pvridine-3 -carhoxvlic acid 

ppfprpnrs Example 67 
fi-f n-wprhvl-/l-chloro b pn?;nvl)amino1pvridine-3-carboxvli': 

25 acid 

ppfPT-PncP Example 68 
fi-f ( ?,l-mme t hv1bPn?ovn ami no! nvridine-3 -rarboxv] ic ac i d 

Rpfprence ExamnlP 69 
E-r (3-MprhovYnPnzo v l ) anrinolpvridine-3-rarbQXVl ic acid 
30 Reference Example 70 

fi-f f2-Trif1norome rhowben2ovl) aminol nvridine-3 - 
carboxvlic acid 
BpfprpnrP Example 71 
6- f ( A -r.M nT-o-2-merhnwbPn2Qvl ) aminol nvridine-3 - 
35 cjflrboxYlic acid 
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6-f r2-(Trifluoromefchvnher.Tn Y 11amino1p vridinP-T- 
carhoxvlir ari^ 
Referenr.P Rva^U 7^ 

5 6-f (2. 6-DichlQrobenzovl) amino! j r a^fl 

Referent Example 7 4 

6-f (2. 6-Dimethvlbenzovl) amino! nvridinP-T- carhnwi ir anH 

Reference Example 7^ 

6-f (2-Mer.hvlr.hiQben2Qvl)amino1nvridinP-i-r a rhowi ir arir) 
10 Reference Example IP, 

6-f (4-Fluoro-2-(trifluoromer.hv1 ) benzoyl )aminn1pvr-irHne- 

3-carboxvlir arjd 
Reference Example 77 
6-f (2.3-Dichlorobenzovl lannnolpvridinP-3-r arhoxvl ir ari rl 
15 Reference ExamplP 7 ft 

6- f ( 4 -FlMOro-2 -methvlhenzovl ) ami nolnvri di n e-3 -rarhnxvl -i r 

acid 

Referencp Example 7Q 
6-f (2,3 ■ S-Trichlorobenzovnaminolnvridin p-^-rarbowl ir 
20 acid 

Referencp Example flf) 
6- f ( 5-FlU0r0-2-chl0r0benzovl ) aminnlnvridinP-3-earhnxvl j r 

acid 

Rpferefire PvampU ftl 
25 6- f 1 2 -nuoro-5 - ( tri f luoromethvl ) benzoyl ) amino 1 pvridi ne- 

3-carhnyvlir a^jd 
ReferenrP Evampl e ftp 
6~f f5-Fluorn-2-methvlhenzovl)aminnlpvridine-3-carbnnvl 

chloride 

30 A mixture of 6.2 g of 6- [(5-f luoro-2-methyl- 

benzoyl)amino]pyridine-3-carboxylic acid and 23 ml of 
thionyl chloride is refluxed for 1 hour. An additional 
12 ml of thionyl chloride is added and the mixture 
refluxed for 0.5 hour. The mixture is concentrated to 

35 dryness under vacuum and 30 ml of toluene added to the 
residue. The toluene is removed under vacuum and the 
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process (add toluene and remove) is repeated to give 7.7 
g of crude product as a solid. 

As described for Reference Example 82, the 
following 6- (acyl) amino )pyridine-3-carbonyl chlorides 
5 are prepared. 

Rpfprenre Example 83 
f (^-M <a ^hv^-?-^hienvlrarbQnvl)amiT^nlnvridine-3-carbonvl 

chloride 

Reference Example 84 
10 fi- [ f2-Meth v1 -3-f.hienvlrarbonvl)aminQlpvridine-3-carbonvl 

chloride 

Reference Example 85 

K.f ^-Mprhvl-2 -fnranvlgarbonvl)amir»n1nvririinf>-3-carbonvl 

chloride 

15 Reference Example 86 

6_ r f 7-MPfhvT -3-fnranvlcarbonvl ) aminoTpvridine-3-carbonvl 

chloride 
Rpfprpnrp Example 87 
fi-r n-Flnoro-2-methvlbenzovl)amino1pvridine-3-carbonvl 

20 chloride 

Rpfprenre Example 88 
f;. r (?-MprhvlbPn2Qvl)am-iTin1nvridine-3-f:arbonvl chloride 

Reference Example 89 

fi-f (?-rh1nrob en70vl)amino1pvridinP-3-rarbnnvl chloride, 

25 white crystals 

Reference Example 90 

fi-rn-Flnnrobenzovl) amino! pvridine-3-carbonvl Chloride 

Reference Example 91 
fi-r 0-rh1nro-4-fluorobPn20vHaminolpvridinP- : i-carbonvl 
30 chloride 

Rpfprence Example 92 
fi-T (2. 4-Di rhloroben7Pvl)amino1pvridine-3-carbonvl 

chloride 
Rpfprence Example 9? 
35 fi-f U-rhloro-2-fli iornheri20vl) aminnlpyri^ine-3-carbonvl 

chloride 
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Ref erenrp Fvamnl e 94 

6-f (3 ,4.5-TrimethQXVben2Qvl )amino1nvrir}i n e-^-rarhr.n Y l 

chloride 
Reference Fvamnls OS 

5 6 - r ( 2 , 4 -Pi f luorobenzovl ) amino 1 nvri d j np-1-rarhnnyi 

chloride 
Reference Example Qfi 
6-f (2-Bromobenzovl) aminnlnvri dine- W arbonvl chlr^-j^e 
Reference Examnle 07 

10 6-f (2-ChlQro-4-nitrobenzovl)aminn1nvrid ine-^-rarhnn Y l 

chloride 

Reference Example 9ft 
6-f (Tetrahvdroffuranvl-2-carbonvHaminnl ovridinP-^- 

carbony! chloric 

15 Reference ExamnlP QQ 

6-f (Tetrahvdrothienvl-2-carhonvl)aminn1 t)vridinP-^- 
carbonvl chlnrinp 
Reference Example 100 
6-f (Cvclohexvlcarhonvl ) amino! nvri din e-3-carnc.n Y 1 

20 chloride 

Reference Example 101 
6-f (CvclQhex-3-enecarbQnvl)aminolpvridine-3-carbnnvi 

chloride 

Reference Example 102 
25 6-f ( 2 -Merhvlbenzeneacervn amino! nvri dine-3-carhnnvl 

chloride 

Reference Example 103 
6-f (2-Chlorobenzeneacet-vl ) ami nol nvri di ne-3-carbonvl 

chloride 

30 Reference Example 104 

6-f (CvcloPentvlcarbonvl)aminolnvr-idin e-3-carbnnvl 

chloride 

Reference Example 105 
6-f (Cvclohexvlacetvl)aminolnvridine-3-carhonv1 chlnr-idp 
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Reference Example 106 
fj-f (^-Met:hv1"^-t-hienvlacetvl) aminQlpvridine-3-carbQnvl. 

chloride 

Rpfprence Example 107 
5 ^-f f^^Met bv1-^-tihienvlacet:vl)aminolDvridine-3"CarbQnvl 

chloride 
ppfgrence Example 108 
<j-f f^-Mef.hvl^ 2-furanvlacetvl)amino1pvridine-3-carbQnvl 

chloride 

io Reference Example 1Q9 

^^r f?^Merhvl -3-furanvlacetvl)aminQlPvridine-l-carbQnvl 

chloride 

Reference Example 110 
£-]j2 -Methyl -S-fluo robenzeneacetvl ) amino! oyridine-3 = 
15 carbonvl chloride 

Reference Example 111 

fi - r n -Methvl -2 -tetrah vdrothienvlacetvl ) ami no 1 pyr j dine- 3 ~ 

carbonyl chloride 

Reference Example 112 
20 fLz I 1 2 -Methyl -3 -tet rahvdrothi envlacet.vl ) amino! PYridine-3 - 

carbonvl chloride 

Rpfgrence Example 113 
6- f (2 . 5 -P i rhl orobenzovl ) amino 1 Pvridine-3 -carbonvl 

chloride 

25 Reference Example 114 

fi-m . 5-nichlorob en2Qvl)aminolpvridinp-3-carbQnvl 

chloride 
Reference Example 115 

S- r f9^Met.hyl-4-chlo r nben2ovl)amino1pvridine-3-rarbonvl 

30 chloride 

Reference Example 116 
6- T (2 ,3-nimethvlb enzovl^amino1pvririine-3-rarbonvl 

chloride 
ppfwnrp Example 117 
35 fi-r <2-Met-hoxvben2o y1 ) amino! pvridine-3 -carbonyl chloride 
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Reference Pvamnlp 1 -j « 
6-f (2-TrifluoromethQxvben7nvnaminr.1nv-rifli nP-^-garhnn V 1 

chlori dp- 
Re fersnrp Evample HQ 
5 6-r (4-ChlQrQ-2-methQXvbenzovl>aminn1nv ridinP-T-rarbnnv1 

chloride 

Reference Example 
G-U2- fTrifluoromethvUbPnTiovnaminnlnvrirl inP-T-rai-h^n Yl 

chloride 

10 Reference ExamnlP 171 

6-r (2 . 6-Dichloroben20v1 Uminolpyridin e-3-earhonvl 

chloride 
Reference Fvamnlc 1?? 
6-r (2. 6-Dimethvlbenzovl)amino1pvridin e-3-carhonv1 

15 chloride 

Reference FxamnlP 177 
6-f (2-Methvlthiobenzovl) amino! nvridi ne-l-carhonvl 

chloride 

Reference Examplp ^4 
20 6 - f ( 4 -FlUQro-2 - ( tr i f luoromethvl ) henrovl ) amino 1 nvri A j nP- 

3-carbonvl chloride 
Reference Fvamnl p 17^ 
6- [ (2 , 3-DichlorQbenzovl ] amino lnvridine-3-carbonvl 

chloride 

25 Reference Exatnnlp 176 

6-f (4-FlUQrQ-2-methvlben2ovnamino1ovridine-^-carbonv1 

chloride 

Reference Pvatnnle 177 
6- f ( 2 ■ 3 ■ 5-Trichlorobenzovl ) ami nol nvri di n e-3-carbonvl 

30 chloride 

Reference Example 1?fl 
6 - f ( 5 -Fluoro-2 -chlorobenzovl \ amino! nvri dine-3 -carhonvl 

chloride 
Reference Example 179 
35 6-f (2-Fluoro-5- (trif 1iioromet:hvl)hPn7nvn a Tnino1pvrirfinP- 

3-carhonvl chlorite 
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Reference Example 130 
1- n-Nirro-?-nvririinv l) -lH-pvrrnlP-2~carhnxaldehvde 
A sample (3.6 g) of sodium hydride (60% in 
oil) is washed with hexane under argon. To the sodium 
5 hydride is added 100 ml of dry N, N- dime thy lformamide. 
The mixture is cooled in an ice bath and 7.8 g of 1H- 
pyrrole-2-carboxaldehyde is added in small portions. 
After the addition the cooled mixture is stirred for 15 
minutes and 13.0 g of 2-chloro-3-nitropyridine is added. 
10 The mixture is heated at 120°C for 16 hours. The 

solvent is removed under vacuum at 80°C and to the dark 
residue is added 200 ml of ethyl acetate. The mixture 
is filtered and to the filtrate is added 100 ml of 
water. The mixture is filtered through diatomaceous 
15 earth and then filtered through a thin pad of hydrous 

magnesium silicate. The filtrate is diluted with water, 
the organic layer separated, washed 2 times with 100 ml 
of water and once with 100 ml of brine and then dried 
(Na2S04). The solvent is removed under vacuum to give 
20 16 g of solid. The solid is chromatographed on a silica 
gel column with hexane-ethyl acetate (2:1) as solvent to 
give crystals which are recrystalizzed from ethyl 
acetate-hexane (97:3) to give 8.5 g of product as 
crystals, m.p. 122°-125°C. 

25 Reference Example 131 

5 . 6 -Dihvdro pvr ido r 3 . 2 -e 1 ovrrolo H , 2 -a 1 avraz ine 
To a suspension of 8.0 g of 1- (3-nitro-2- 
pyridinyl) -lE-pyrrole-2-carboxaldehyde in 150 ml of 
ethyl acetate is added 800 mg of 10% Pd/C. The mixture 

30 is shaken in a Parr hydrogenator for 3 hours and then 
filtered through diatomaceous earth. The filtrate is 
concentrated under vacuum to give 8.5 g of solid. The 
solid is purified by chromatography over silica gel with 
solvent hexane-ethyl acetate (2:1) as solvent to give 

35 2.6 g of product as white crystals, m.p. 92°-94°C and 
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1.6 g of pyrido[3,2-a]pyrrolo[l,2-a]pyrazine as tan 
needles, m.p. 88°C to 90°C. 

As described for Reference Example 35 , the 
following bis acylated products (Table A) are prepared 
and purified by silica gel chromatography. These 
compounds are then hydrolysed to the acids as described 
in Example 35 (Table B) . 

Table h 
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M + is molecular ion found from FAB mass spectrum 
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Table 9 

«4 
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M + is molecular ion found from FAB mass spectrum. 



5 Reference Example 157 

fi-ftyrp nn-5-hromonvridine-3 -carboxvl i c acid 

To a stirred solution of 6-aminonicotinic acid 
{13.8 g, 0.1 mole) in glacial acetic acid (100 ml), 
bromine (16 g, 5 ml, 0.1 mole) in acetic acid (20 ml) is 
10 added slowly. The reaction mixture is stirred for 8 

hours at room temperature and the acetic acid is removed 
under reduced pressure. The yellow solid residue is 
dissolved in water and carefully neutralized with 30% 
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NH4OH. The separated solid is filtered and washed with 
water to give 18 g of solid; mass spectrum: 218 (M + ) . 

Reference Example I5fi 
Methvl 6-amino-5-bromopvridine-3-c* rboxvlate 
5 6-Amino-5-bromopyridine-3-carboxylic acid (10 

g, 50 mmol) is dissolved in saturated methanolic HCl 
(100 ml) and re fluxed for 24 hours. The solvent, 
methanol, is re-moved under reduced pressure and the 
residue is dis-solved in ice cold water. The aqueous 
10 solution is neutralized with 0.1 N NaOK and the solid 
which separates is filtered; washed well with water and 
air dried to yield 10 g of product as a solid: mass 
spectrum 231 (M + ) . 

Reference Example 159 
15 10- f r6-Chloro-3-Pvridinvl1carbonvl1-10, ll-dihvdro-5H- 
Pvrrolo r 2 , 1 -c 1 [ 1 , 4 1 benzodiazepine 
To a mixture of 1.84 g of 10, ll-dihydro-5fl- 
pyrrolo[2, l-£] [1, 4] benzodiazepine and 1.52 g of tri- 
ethylamine in 20 ml of dichlorome thane is added a solu- 
20 tion of 2.11 g of 6-chloronicotinyl chloride in 5 ml of 
dichloromethane. The mixture is stirred at room 
temperature for 2 hours and quenched with 30 ml of 1 N 
sodium hydroxide. The mixture is diluted with 20 ml of 
dichloromethane and the organic layer separated. The 
25 organic layer is washed twice with 20 ml of 1 N sodium 
hydroxide, washed with brine and dried (Na2S04>. The 
solvent is removed under vacuum and the residue tri- 
turated with ether to give 3.22 g of white solid; mass 
spectrum (CI) 324 (M+H) . 
30 Reference Example 160 

10- F T6-F (2-dimethvlaminoethvl)amino1-3- 
pvridinvll carbonvll -10 , ll-riihvdrn-5H-pvrrolo f2 . 1-cl - 

r 1,41 benzodiazepine 
A mixture of 10-[[6-chloro-3-pyridinyl] - 
35 carbonyl ] -10 , ll-dihydro-5E-pyrrolo [2 , l-£] [ 1, 4 ] benzo- 
diazepine (3.2 g) , K2CO3 (5 g) and the 2-dimethylamino- 
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ethylamine (5 ml) is heated in dimethylsulf oxide (80 ml) 
for 6 hours at 100°C (with stirring) . The reaction 
mixture is quenched with water and the solid which 
separates, is filtered off and washed well with water. 
5 Examination of the TLC (CHCl3:MeOH; 3:1) showed the 

products to be sufficiently pure to be used for further 
reactions without purification. Yield 3.2 g, 85%, mass 
spectrum (CI) 376 (M+l) . 

Reference Example 161 
fi-r (^>M^thvlbenzeneacetvl)amino1pvridine-3-carboxvlic 

acid 

To a cooled (0°C) mixture of 5.0 g methyl 6- 
aminopyridine-3-carboxylate, 12.6 ml of N,N-diisopropyl- 
ethylamine in 40 ml of dichloromethane is added a 
solution of 12.2 g of 2-methylbenzeneacetyl chloride in 
10 ml of dichloromethane. The mixture is stirred under 
argon at room temperature overnight. The mixture is 
diluted with 200 ml of dichloromethane and 50 ml of 
water and the organic layer separated. The organic 
layer is washed with 50 ml each of 1 M NaHC03, brine and 
dried (Na2S04) . The solution is filtered through a thin 
pad of hydrous magnesium silicate and the filtrate con- 
centrated to dryness. The residue (9.0 g) is chroma- 
tographed on a silica gel column with hexane-ethyl 
acetate (3:1) as eluent to give 8.6 g of solid. This 
solid, mainly methyl 6- [ [bis (2-methylbenzeneacetyl) ] - 
amino] pyridine-3-carboxylate, is dissolved in 60 ml of 
tetrahydrofuran-methanol (1:1) and 23 ml of 5 N NaOH 
added to the solution. The mixture is stirred at room 
temperature overnight and the mixture concentrated under 
vacuum. Water (25 ml) is added and the mixture is 
stirred and acidified with cold 1 N HCl. The mixture is 
chilled and the solid filtered and washed with water to 
give 5.9 g of off-white solid. 
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Referencg Fvample 162 
6-f (2-Met:hvlbenzeneacetvl)aminolDvridinP-3>carbnnv1 

chloride 

A mixture of 4.5 g of 6- ( (2-methylbenzene- 
5 acetyl) amino ]pyridine-3-carboxylic acid and 25 ml of 
thionyl chloride is refluxed for 1 hour and then con- 
centrated to dryness under vacuum. To the residue is 
added 20 ml of toluene and the solvent removed under 
vacuum. The addition and removal of toluene is repeated 
10 and the residual solid dried at room temperature under 
vacuum to give 5.3 g of dark brown solid. 

Reference Example 163 

6-f f^-MethvlbenzeneacetvDaminolpvridine-^-carboyvlir 

acid 

15 To a chilled solution (0°C) of 5.0 g of methyl 

6-aminopyridine-3-carboxylate and 12.6 ml of diiso- 
propylethylamine in 40 ml of dichloromethane under argon 
is added 12.2 g of 2-methylbenzeneacetyl chloride in 10 
ml of dichloromethane. The mixture is stirred at room 

20 temperature 16 hours and diluted with 200 ml of di- 
chloromethane and 50 ml of water. The organic layer is 
separated and washed with 50 ml each of 1 M NaHC03 , 
brine and dried (Na2S04) . The solution is filtered 
through a thin pad of hydrous magnesium silicate and the 

25 filtrate concentrated to dryness. The residue (9.0 g) 

is purified by chromatography on silica gel with hexane- 
ethyl acetate (3:1) as eluent to give 0.70 g of methyl 
6-[ [bis (2-methylbenzeneacetyl) ) amino] pyridine-3-carboxy- 
late and 8.6 g of a mixture of methyl 6- [ (2-methyl- 

30 benzeneacetyl) amino]pyridine-3-carboxylate and the bis 
acylated product. The above mixture (8.6 g) of mono and 
bis acylated product is dissolved in 60 ml of tetra- 
hydro fur an -methanol (1:1) and 23 ml of 5 N NaOH is 
added. The solution is stirred at room temperature for 

35 16 hours, concentrated under vacuum, diluted with 25 ml 
of H20 and acidified with cold 1 N HCl. The precipi- 



WO 97/49708 



PCT/US97/10755 



-97- 

tated solid is filtered off and dried to give 5.9 g of 
white solid. 

Reference Example 164 

fi-f (2-Methv lbenzeneacetvl)aminolDvridine-3>carbonvl 
5 chlflEiflg 

A mixture of 4.5 g of 6- [ (2-methylbenzene- 
acetyl) amino ]pyridine-3-carboxylic acid and 17 ml of 
thionyl chloride is heated on a steam bath for 1/2 hour. 
An additional 815 ml of thionyl chloride is added and 
10 the mixture refluxed for 0.5 hour. The volatiles are 
removed under vacuum and toluene (20 ml) added (twice) 
and the solvent removed under vacuum to give 5.3 g of a 
dark colored solid. 

Reference Example 165 

15 2-Biphenylcar)x>nY^ chloride 

A mixture of 5.6 g of 2-biphenylcarboxylic 
acid and 29 ml of thionyl chloride is heated on a steam 
bath for 0.5 hour and the volatiles removed under 
vacuum. Toluene (40 ml) is added (twice) and the 

20 solvent removed under vacuum to give 6.8 g of a yellow 
oil . 

Reference Example 166 
Mer.hvl 6-r rbis(2-biphenvlcarbonvl)1aminolPvridine-3- 

carfrcxYlate 

25 To a chilled (0°C) solution of 2.64 g of 

methyl 6-aminopyridine-3-carboxylate and 5.5 ml of 
diisopropylethylamine in 30 ml of dichlorome thane under 
argon is added 6.8 g of 2-biphenylcarbonyl chloride in 
10 ml of dichlorome thane. The mixture is stirred at 

30 room temperature 2 days and then diluted with 120 ml of 
dichloromethane and 50 ml of water. The organic layer 
is separated, washed with 50 ml each of 1 M NaHC03 and 
brine and dried (Na2S04) . The- solution is filtered 
through a thin pad of hydrous magnesium silicate and the 

35 filtrate concentrated under vacuum to give a solid. 
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Crystallization from ethyl acetate gives 6.2 g of white 
crystals, m.p. 180-188°C. 

Reference ExamnTp 167 
6-f (2-Biphenvlcarbonvl)amino1nvridinfi-3-carhQyv1 ic acid 
5 To a chilled (0°C) mixture of 6.0 g of methyl 

6- [ [bis (2-biphenylcarbonyl) ] amino] pyridine-3-carboxy late 
in 40 ml of methanol and 30 ml of tetrahydrofuran is 
added slowly 18 ml of 2 N NaOH. The mixture is stirred 
at room temperature overnight and brought to pH 5 with 

10 glacial acetic acid. The mixture is concentrated, 

acidified to pH 2-3 with 1 N HCl and extracted with 250 
ml of ethyl acetate. The extract is washed with 50 ml 
of brine, dried (Na2S04> and the solvent removed under 
vacuum. The residual white solid is triturated with 15 

15 ml of ethyl acetate to give 3.3 5 g of white crystals, 
m.p. 215-217°C. 

Reference Example 168 
6-f (2-Biphenvlcarbonvl)amino1pvridine-3-carbonvl 

chloride 

20 A mixture of 1.9 g of 6- [ (2-biphenylcar- 

bonyl) amino] pyridine-3-carboxylic acid and 9 ml of 
thionyl chloride is refluxed for 1 hour and then con- 
centrated to dryness under vacuum. Toluene (15 ml) is 
added (twice) to the residue and the solvent removed 

25 under vacuum to give 2.1 g of a light brown oil. 

Reference Example 7 69 

6-f (Cvclohexvlcarbonvl)amino1pvridine-3-carboxvlic acid 
To a chilled (0°C) solution of 5.0 g of methyl 
6-aminopyridine-3-carboxylate and 12.6 ml of diiso- 

30 propylethylamine in 50 ml of dichloromethane under argon 
is added a solution of 9.7 ml of cyclohexylcarbonyl 
chloride in 10 ml of dichloromethane. The mixture is 
stirred at room temperature overnight and diluted with 
200 ml of dichloromethane and 60 ml of water. The 

35 organic layer is separated, washed with 60 ml of brine 
and dried (Na2S04) . The solution is filtered through a 
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thin pad of hydrous magnesium silicate and the filtrate 
concentrated under vacuum to give 12.8 g of a solid. 

The above solid (12.0 g) in a mixture of 150 
ml of tetrahydrofuran-methanol (1:1) is chilled (0°C) 
5 and 62 ml of 2 N sodium hydroxide added. The mixture is 
stirred at room temperature for 3 hours, neutralized 
with 10 ml of glacial acetic acid and concentrated under 
vacuum. The mixture (containing solid) is acidified to 
pH 1 with 1 N HCl and extracted with 250 ml of ethyl 
10 acetate and twice with 100 ml of ethyl acetate. The 
combined extract is washed with 100 ml of brine, dried 
(Na2S04) and concentrated to a white solid. Trituration 

with hexane gives 6.5 g of product as a white solid. 

Reference Example 170 
15 5- r ( 6-Chloro-3 -pvr i dinvl ) carbonvl 1 -5 . 10-dihvdro-4H- 

pvrazolofS.l-cl Q , 41 benzodiazepine 
To a solution of 10 mmol of 5, 10-dihydro-4H- 
pyrazolo [5 , l-£] [1, 4] benzodiazepine and 1.5 g of tri- 
ethylamine in 20 ml of dichloromethane is added a 
20 solution of 2.11 g of 6-chloropyridine-3-carbonyl 

chloride in 5 ml of dichloromethane. The mixture is 
stirred for 3 hours at room temperature diluted with 20 
ml of dichloromethane and washed with 30 ml of 1 N NaOH. 
The organic layer is washed twice with 20 ml of 1 N 
25 NaOK, dried (Na2S04) and the solvent removed. The 

residue is triturated with ether to give 3 g of solid. 

Reference Example 171 
MPt-hvl 4-T ( n.l' -Biphenvl1-2-carbonvl)amino1-3- 

iwgthQXYbenzQate 

30 A mixture of 10.0 g of [1, 1 • -biphenyl] -2- 

carboxylic acid in 75 ml of methylene chloride and 12.52 
g of oxalyl chloride is stirred at room temperature for 
15 hours. The volatiles are evaporated in vacuo to give 
11.06 g of an oil. A 2.16 g portion of the above oil in 

35 2 5 ml of methylene chloride is reacted with 1.81 g of 
methyl 4-amino-3-methoxybenzoate and 1.30 g of N,N- 
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diisopropylethylamine by stirring at room temperature 
for 18 hours. The reaction mixture is washed with 
water, saturated aqueous NaHC03 ^ the organic layer 
dried {Na2S04 ) . The organic layer is passed through 
5 hydrous magnesium silicate and hexane added to the 
filtrate at the boil to give 3.20 g of the desired 
product as a crystalline solid, m.p. 115-117°C. 

Reference ExamnlP 179 
Methvl 4 - r ( f 1 ■ 1 ' -Biohenvl 1 -2-r* rbonv1 } ami V n] 

10 chloroben?n^P 

A solution of 2.37 g of [1, 1 ' -biphenyl] -2- 
carbonyl chloride in 10 ml of methylene chloride is 
added dropwise to an ice cold solution of 1.84 g of 
methyl 4~amino-2-chlorobenzoate and 1.49 g of N,N- 

15 diisopropylethylamine in 50 ml of methylene chloride. 

The reaction mixture is stirred at room temperature for 
18 hours and washed with water, saturated aqueous NaHC03 
and the organic layer dried (Na2S04 ) . The organic layer 
is passed through a pad of hydrous magnesium silicate 

20 and hexane added at the boil to give 1.1 g of the 

desired product as a crystalline solid, m.p. 132-134°C. 
M+H=365 

Reference Fvamp]p ^ 
4 - f ( n , V -Bitthenvll -2-carbonvl) ami no 1 -2-chlo r obenzoic 
25 Acid 

A mixture of 3.0 g of methyl 4-[([l,l*- 
biphenyl]-2-carbonyl) amino] -2-chlorobenzoate in 75 ml of 
absolute ethanol and 2.0 ml of 10 N sodium hydroxide is 
heated on a steam bath for 3 hours. Water is added to 
30 obtain a solution which is extracted with methylene 
chloride. The aqueous phase is acidified with acetic 
acid and the resulting solid collected and dried in 
v flCUQ at 80°C to give 0.1 g of the desired product as a 
crystalline solid, m.p. 217-219°C 
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Refgrfinr* Example 174 
4- f ( fl. 1 ; -Biphenvll -2-carbonvl ) -amino! -3-mgt.hoxvbenzovl 

Chloride 

A solution of 2.69 g of 4-[ ( [1, 1 • -biphenyl] -2- 
5 carbonyl] amino] -3-methoxy benzoic acid in 5 ml of 

thionyl chloride is heated on a steam bath for 1 hour 
under Argon. The volatiles are removed in vacuo to give 
a residue which is stirred with hexane to give 2.58 g of 
crystalline solid, m.p. 121-123°C. M+=3G1. 

10 Reference Example 175 

Mftr.hvl 4-f t ri.l'-Biphenvl1-2-carbonvl)amino1benzoate 
A mixture of 10.0 g of [1, 1 * -biphenyl] -2- 
carboxylic acid in 75 ml of methylene chloride and 12.52 
g of oxalyl chloride is stirred at room temperature for 

15 18 hours. The volatiles are evaporated in vacuo to give 
11.66 g of an oil. A 7.5 g portion of the above oil in 
25 ml of methylene chloride is added dropwise to a 
solution of 4.53 g of methyl 4-aminobenzoate and 4.3 g 
of N,N-diisopropylethylamine in 100 ml of methylene 

20 chloride at 0°C. The reaction mixture is stirred at 

room temperature for 18 hours and washed with water, and 
saturated aqueous NaHC03 and the organic layer 
dried (Na2S04 ) . The organic layer is passed through 
hydrous magnesium silicate and hexane added to the 

25 filtrate at the boil to give 8.38 g of the desired 
product as a crystalline solid, m.p. 163-165°C. 

Reference Example 176 

4 - r ( f 1 . 1 : -Biphenvl 1 -2-carbonvl ) amino 1 benzoic Acid 

A 3.15 g sample of methyl 4- [( [1, 1 ' -biphenyl] - 
30 2 -carbonyl) amino] benzoate is refluxed for 8 hours in 100 
ml of ethyl alcohol and 2.5 ml of 10N sodium hydroxide. 
The cooled reaction mixture is acidified with [[? acid]] 
and the desired product collected and dried to give 2.9 
g of the desired product as a solid m.p. 246-249°C. 
35 M+H=318. 
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Refprpnrp Bs mclfi 122 
. 4- [ ( f 1 ■ T -pj nriPTlVll -2-carhnnvl ) am i ™] ^ nznvl rf^r j ^ 
A mixture of 1.39 g of 4- [ ( [l, l • -biphenyl] -2- 
carbonyl) amino] benzoic acid in 2.0 ml of thionyl 
5 chloride is heated on a steam bath for 1 hour. Cold 
hexane is added and the crystalline solid collected and 
dried to give 1.34 g of the desired product, m.p. 118- 
120°C. 

Refers™ F yflmi7l° 17? 
10 2- ( Phenyl Tiier.hvn^^ v i phW-iH* 

A mixture of 5.0 g of 2- (phenylmethyl) benzoic 
acid in 5.0 ml of thionyl chloride is heated on a steam 
bath for 1 hour. The volatiles are evaporated in vacuo 
to give 5.74 g of the desired product as an oil. M + =227 
15 as methyl ester. 

Methyl 4 - f f 3 - (Phenyl mprhvi ) h Pn7 nvi ] aj ain 0 _Lb £ n2 Q at£ 

To 3.03 g of methyl 4-aminobenzoate and 3.12 g 
of N,N-diisopropylethylamine in 75 ml of methylene 

20 chloride is added 5.54 g of 2- (phenylmethyl) benzoyl 

chloride and the reactants stirred at room temperature 
for 18 hours. The reaction mixture is washed with 
water, saturated aqueous NaHC03 and the organic layer 
dried (Na 2 S0 4 ). The organic layer is passed through 

25 hydrous magnesium silicate two times and hexane added to 
the filtrate at the boil to give 5.04 g of the desired 
product as a crystalline solid, m.p. 138-139°c. 

Refprpnre Example, 1M 
Sod i um 4-f ra-f Phenyl merhvl )ben 7 ovii ami r 1 pi h p n7narp 

A mixture of 4.90 g of methyl 4- [ [2- (phenyl- 
methyl ) benzoyl] amino Jbenzoate in 100 ml of absolute 
ethanol and 3.50 ml of 10 N sodium hydroxide is heated 
on a steam bath for 3 hours. The aqueous phase is 
filtered and the resulting solid collected and dried to 
35 give 4.25 g of the desired product m.p. 340-346°C. 
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Reference Example 181 
4 - r r 2 - ( Phenvlmethvl ) benzoyl 1 amino 1 benzoic Ar j ri 
A mixture of 4.0 g sodium 4- [ [2- {phenyl- 
methyl) benzoyl] amino] benzoate is suspended in water and 
5 the pH adjusted to 5 with acetic acid. The solid is 
collected by filtration and dried at 80°C In vacuo to 

give 3-75 g of the desired product, 246-247°C. M + =332. 

Reference Example 182 
4-r r2-(Phenvlmethvl)benzovl1amino1benzovl Chloride 
10 A mixture of 2.0 g of 4- [ (2- (phenylmethyl) - 

benzoyl] amino] benzoic acid in 2.0 ml of thionyl chloride 
is heated on a steam bath for 1 hour. The volatiles are 
evaporated in vacuo to give 1.53 g of the desired 
product as an oil. M + =346 as methyl ester. 
15 Reference Example 183 

Methyl 4-f f (2-?hePYlmethYl}^nggYlUminp1-2"Chloro- 

benzoate 

A mixture of 5.0 g of 2- (phenylme thy 1) benzoic 
acid in 5.0 ml of thionyl chloride is heated on a steam 
20 bath for 1 hour. The volatiles are evaporated in vacuo 
to give 5.70 g of an oil. A 2.85 g portion of the above 
oil in 25 ml of methylene chloride is added to a 
solution of 50 ml of methylene chloride containing 1.85 
g of methyl 4-amino-2-chlorobenzoate and 1.65 g of N,N- 
25 diisopropylethylamine by stirring at room temperature 
for 18 hours. The reaction mixture is washed with 
water, saturated aqueous NaHC03 and the organic layer 
dried (Na2S04 ) . The organic layer is passed through 
hydrous magnesium silicate two times and hexane added to 
30 the filtrate at the boil to give 2.96 g of the desired 
product as a crystalline solid, m.p. 133-135°C. M + =380. 

Reference Example 184 
Methvl 4-f f (2 -Phenvlmethvl) ben?ovl1 amino! -3- 
methoxybenznaf,* 
35 A solution of 2.85 g of 2- (phenylmethyl) - 

benzoyl chloride in 25 ml of methylene chloride is added 
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dropwise to an ice cold solution of 1.84 g of methyl 4- 
amino-3-methoxybenzoate and 1.61 g of N,N-diisopropyl- • 
ethylamine in 50 ml of methylene chloride. The reaction 
mixture is stirred at room temperature for 18 hours and 
5 washed with water, saturated aqueous NaHC03 and the 
organic layer dried (Na2S04 ) . The organic layer is 
passed through a pad of hydrous magnesium silicate and 
hexane added at the boil to give 2.2 g of the desired 
product as a crystalline solid, m.p. 129-131°C. M + =376. 
10 ReferencP RxamniP iqff 

2-Ch l nro-4- [ f ( ? -Phenyl merhvl ) benzoyl i ,n,s n nihpn 7 n 1 - c ^ 
A mixture of 2.8 g of methyl 2-chloro-4- [ [ [2- 
phenylmethyl) benzoyl ] aminobenzoate in 75 ml of absolute 
ethanol and 1.84 ml of 10 N sodium hydroxide is heated 
15 on a steam bath for 3 hours. Water is added to obtain a 
solution which is extracted with methylene chloride. 
The aqueous phase is acidified wich acetic acid and the 
resulting solid collected and dried in vacuo at 80°C to 
give 2.6 g of the desired product as a crystalline 
20 solid, m.p. 184-187°C. M + H=366. 

Ref Prpnrp ExfTPl 0 1 Qg 
3 -MfithOXY-*- r r (2-nhPnvlmprhvl ) Hp p znvl 1 ami nolhpnr^hp 
A mixture of 2.05 g of methyl 4- [ [ {2-phenyl- 
methyl) benzoyl] amino] -3-methoxybenzoate in 75 ml of 
25 absolute ethanol and 1.4 ml of 10 N sodium hydroxide is 
heated on a steam bath for 3 hours. Water is added to 
obtain a solution which is extracted with methylene 
chloride. The aqueous phase is acidified with acetic 
acid and the resulting solid collected and dried in 
Yasna at 80°C to give 1.87 g of the desired product as a 
crystalline solid, m.p. 176-178°C. M + H=362. 

3 -Methpxy-4 - f f ( 2 -phenyl mPthvi ) hp^n v i ] aTT n mi hpn^ y1 

Chloride, 

35 A mixture of 1.71 g of 3-methoxy-4- [ [-(2- 

phenylmethyl) benzoyl] amino] benzoic acid in 2.0 ml of 
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thionyl chloride is heated on a steam bath under Argon 
for 1 hour and hexane added. The resulting solid is 
collected and dried to give 1.71 g of the desired 
product as a crystalline solid, m.p. 130-135°C. M + =376 
5 as the methyl ester. 

Reference Examnl* Iflfi 
U (Trifluoromethvl) - H. 1 ; -hinhonvl ] -2-r*rhnnv1 

Chloride 

A mixture of 5.0 g of 4 * - (trif luoromethyl) - 
10 [1, 1« -biphenyl] -2-carboxylic acid in 5.0 ml of thionyl 
chloride is heated on a steam bath under Argon for 1 
hour and hexane added. The resulting solid is collected 
and dried to give 5.3 6 g of the desired product as a 
colorless oil. M + =280 as methyl ester. 
15 Reference ExamnlP IflQ 

Methvl 2-Chloro-4-f f f4 '- (trif luo romethyl ) fl.l'- 
biohenvl 1 carbonvl ) amino! benzoar.e 
A solution of 3.13 g of [4 (trif luoromethyl) - 
[1, 1 ' -biphenyl] -2-carbonyl chloride in 25 ml of 
20 methylene chloride is added dropwise to an ice cold 

solution of 1.84 g of methyl 4-aminobenzoate and 1.43 g 
of N,N-diisopropylethylamine in 50 ml of methylene 
chloride. The reaction mixture is stirred at room 
temperature for 18 hours and washed with water, 
25 saturated aqueous NaHC03 and the organic layer 

dried (Na2S04 ) . The organic layer is passed through a 
pad of hydrous magnesium silicate and hexane added at 
the boil to give 3.36 g of the desired product as a 
crystalline solid, m.p. 164-165°C. M + =396. 
30 Reference ExamnlP 1Q0 

3-Methoxv-4- LLLU - ( trif luoromethvl Wl , 1 ; -binhenvll -2- 
carbonvl) amino! benzoyl PhlnrirfP 
A mixture of 2.0 g of 3-methoxy-4- [ ( [4 1 - 
(trif luoromethyl) [1 , 1 1 -biphenyl] -2-carbonyl) amino] - 
3 5 benzoic acid^n 20 ml of thionyl chloride is heated on a 
steam bath under Argon for 1 hour and hexane added. The 
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resulting solid is collected and dried to give 1.92 g of 
the desired product as a crystalline solid, m.p. 136- 
138°C. 

Referpnro f mmr ] * t 07 

3-Mftthoyv-4- f f T4 ■ -tri f InoromPt-hvi in , y -hinhor^ ] _ ? _ 
Carbonv1)aminn1hpn^ 0 i r ftr ^ 

A mixture of 3.78 g of methyl 3-methoxy-4- 
t ( [ 4 ' - trif luoromethyl ) I 1 , 1 • -biphenyl ] -2 -carbonyl ) - 
amino] benzoate in 75 ml of absolute ethanol and 2.20 ml 
of 10 N sodium hydroxide is heated on a steam bath for 3 
hours. Water is added to obtain a solution which is 
extracted with methylene chloride. The aqueous phase is 
acidified with acetic acid and the resulting solid 
collected and dried in vacuo at 80°C to give 3.49 g of 
15 the desired product as a crystalline solid, m.p. 213- 
215°C. 

Reference Examnlp -\Qp t 
Methvl 3-Methow-4-f (f4--r T -if 1„nrnmArhv1) M . y- 
bjphenvll -2-carbonvl ) ami .nol hfinrnafP 
20 A solution of 3.56 g of [4 '- (trif luoro- 

methyl ) [1. 1 • -biphenyl] -2 -carbonyl chloride in 25 ml of 
methylene chloride is added dropwise to an ice cold 
solution of 1.81 g of methyl 4-amino-3-methoxybenzoate 
and 1.62 g of N,N-diisopropylethylamine in 50 ml of 
25 methylene chloride. The reaction mixture is stirred at 
room temperature for 18 hours and washed with water, 
saturated aqueous NaHC03 and the organic layer 
dried (Na2S04 ) . The organic layer is passed through a 
pad of hydrous magnesium silicate and hexane added at 
the boil to give 3.9 g of the desired product as a 
crystalline solid, m.p. 112-113°c. 

Reference Example 1<n 

2-ChlOrO-4-r ( U'-ftriflnm-fVTuM-hyl ) f 1 , 1 • -hi nhPrn/ll -9 . 

carbonvDaminolbpnrnvi rhim-ir| 0 
35 A mixture of 1.39 g of 2-chloro-4- [ ( (4 ' - 

( trif luoromethyl ) [ 1 , 1 • -biphenyl ] -2 -carbonyl ) amino] - 



30 
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benzoic acid in 2.0 ml of thionyl chloride is heated on 
a steam bath for 1 hour. The reaction mixture is 
concentrated to a residue in vacuo to a residue. Cold 
hexane is added to the residue and the solid collected 
5 and dried to give 1.39 g of the desired product. 

Reference Examnlp 1Q4 
2-ChlQro-4- [ ( T4 ' - (trif luoromethvl LLUL! -hinhgnvi i -s- 
carbonvl) amino! benzoic arid 
A mixture of 3.83 g of methyl 2-chloro-4- 
10 [ { [4 • - ( trif luoromethyl) [1,1* -biphenyl] -2-carbonyl) - 

amino] benzoate in 75 ml of absolute ethanol and 2.20 ml 
of 10 N sodium hydroxide is heated on a steam bath for 3 
hours. Water is added to obtain a solution which is 
extracted with methylene chloride. The aqueous phase is 
15 acidified with acetic acid and the resulting solid 

collected and dried in vacuo at 80°C to give 3.42 g of 
the desired product as a crystalline solid, m.p. 187- 
189°C. 

Reference Example 195 
20 Methvl 2-Chloro-4-r (f4'~ (trif luoromethvl) n.V- 

biohenvl 1 -2 -carbonvl) amino 1 b enzoate 
A solution of 3.56 g of [4 ' - (trif luoro- 
methyl } [1, 1' -biphenyl] -2 -carbonyl chloride in 10 ml of 
methylene chloride is added dropwise to an ice cold 
25 solution of 1.86 g of methyl 2-chloro-4-aminobenzoate 
and 1.6 g of N,N-diisopropylethylamine in 50 ml of 
methylene chloride. The reaction mixture is stirred at 
room temperature for 18 hours and washed with water, 
saturated aqueous NaHC03 ari d the organic layer 
30 dried (Na2S04 ) . The organic layer is passed through a 
pad of hydrous magnesium silicate (3X) and hexane added 
to the filtrate at the boil to give 4.0 g of the desired 
product as a crystalline solid, m.p. 130-132°C. 
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Reference EgaiBBlg 13i 
4-T (U'^TrifluornmPt-h yl) fl.l'- 
biohenvll carbonvl ) amino! her oic Acid 
A mixture of 3.0 g of methyl 4- [ ( [4 1 - {tri- 
5 f luoromethyl) [1, 1 ' -biphenyl] -2-carbonyl) amino] benzoate 
in 75 ml of absolute ethanol and 2.0 ml of 10 N sodium 
hydroxide is heated on a steam bath for 3 hours. Water 
is added to obtain a solution which is extracted with 
methylene chloride. The aqueous phase is acidified with 
10 acetic acid and the resulting solid collected and dried 
in YflCUO at 80°C to give 2.93 g of the desired product 
as a crystalline solid, m.p. 243-245°C. M + =385. 

Reference ExamnlP 1Q7 

Methvl 6-f r3-(2-methvlnvridinvl)garh nnvl1aminnlT>vridine- 

15 3-carboxYlar.p 

To a stirred solution of 3 g of methyl 6- 
aminopyridine-3-carboxylate and 4 ml of N f N-diisopro- 
pylethylamine in 100 ml of methylene chloride is added 
dropwise a solution of 6.4 g of 2-methylpyridine-3- 

20 carbonyl chloride in 25 ml of methylene chloride. The 
reaction mixture is stirred at room temperature for 2 
hours and quenched with water. The organic layer is 
washed with water, dried {MgS04 > , filtered and evaporated 
in vacuo to a residue which is stirred with ether and 

25 the resulting solid collected and air dried to give 6.8 
g of the desired product. M + =390. 

6- f f 3 - ( 2 -methvlpvr idinvl ) carbonvl 1 amino l pvr idine-3 - 

carboxvlic Arid 
30 To a solution of 6.5 g of methyl 6- [[3- (2- 

methylpyridinyl) carbonyl) amino] pyridine-3-carboxylate in 
100 ml of 1:1 tetrahydrofuran: methyl alcohol is added 20 
ml of 5N NaOH. The reaction mixture is stirred over- 
night and evaporated in vacuo to a residue. The residue 
35 is dissolved in water and neutralized with acetic acid. 
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The separated solid is filtered and air-dried to give 
3.0 g of the desired product. M + =257. 

Reference Example 199 

Methvl 6- f ( f 1, 1 ; -biphenvll-2-carbonvl) amino 1 -pvririinf*-T- 

5 carfrcKylate 

To a solution of 1.5 g of methyl 6-amino- 
pyridine- 3 -carboxy late in 100 ml of methylene chloride 
is added 3 ml of N,N-diisopropylethylamine at room 
temperature. To the stirred reaction mixture is slowly 

10 added a solution of 2.5 g of [1, 1 1 -biphenyl] -2-carbonyl 
chloride. The reaction mixture is stirred at room 
temperature for 4 hours and then quenched with water. 
The organic layer is washed well with water and dried 
over anhydrous MgS04, filtered and evaporated in vacuo 

15 to a solid residue. The residue is stirred with ether, 
filtered and dried to give 3.0 g of the desired 
product :M + =332. 

Reference Example 200 
6- [ ( [i , i ■ -Biphenyll -2-cartpnyl)aminQli3vrAdjlne-3- 
20 carfrcxylic Acid 

To a stirred solution of 2.5 g of methyl 6- 
[ ( [1,1* -Biphenyl] -2 -carbonyl) amino] -pyridine-3 -car- 
boxylate in 50 ml of 1:1 tetrahydrofuran: methanol is 
added 10 ml of 5N sodium hydroxide and the mixture 
25 stirred at room temperature for 16 hours. The reaction 
mixture is concentrated in vacyo to a residue which is 
dissolved in water and neutralized with acetic acid. 
The separated colorless solid is filtered and air dried 
to give 2.0 g of the desired product :M + =3 18 . 

30 Reference Example 2Q1 

Methyl 2-(2-pyiridinY;)bengQate 

A mixture of 12 g of methyl 2- (iodomethyl) - 
benzoate, 20 g of n-butyl stannane and 2 g of tetrakis- 
(triphenylphosphine) palladium (0) are refluxed in 
35 degassed toluene for 48 hours. The reaction mixture is 
concentrated Jjq vacuo to a residue which is purified by 
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column chromatography on silica gel by elution with 1:1 
ethyl acetate zhexane to give 5.5 g of the desired 
product as an oil. M + =213. 

Reference Example 202 
5 2-(2-Pvridinvl)benzoic Acid 

A mixture of 3.0 g of methyl 2- (2-pyridinyl) - 
benzoate and 600 mg of sodium hydroxide in 50 ml of 9:1 
methanol: water is refluxed for 4 hours. The reaction 
mixture is concentrated in vacuo and the residue 
10 dissolved in 50 ml of cold water. The solution is 

neutralized with glacial acetic acid and the resulting 
product filtered, washed with water, and dried to give 
2.5 g of the desired product :M+1=200 . 

15 Example 1 

N- T5- (5H-Pvrrolof2 . 1-cl fl , 4 1 benzodiazepin-10 f 11H) - 
vlcarbonvl) -2-Pvridinvll -5-f luoro-2-methvlbenzamide 
A mixture of thionyl chloride (100 ml) and 6- 
[ ( 5 - f luord-2 -me thylbenzoy 1 ) amino ] pyridine-3 -carboxylic 

20 acid (2.7 g, 10 mmol) is heated to reflux for 5 hours. 
At the end, excess thionyl chloride is removed and the 
acid chloride is dissolved in CH2CI2 (100 ml) . At room 
temperature, the methylene chloride solution of the 6- 
[ ( 5 - f luoro-2 -methy lbenzoy 1 ) amino ] pyridine-3 -carbony 1 

25 chloride is added slowly. The reaction mixture is 
stirred at room temperature for 2 hours and quenched 
with ice cold water. The reaction mixture is washed 
with 0.1 N NaOH and subsequently washed with water. The 
CH2CI2 layer is separated; dried (MgS04), filtered and 

30 concentrated. The product is purified by silica gel 
column chromatography by eluting first with 10% ethyl 
acetate-hexane (1 L) and then with 30% ethyl acetate- 
hexane. The product is crystallized from ethyl acetate- 
hexane. Yield 1.0 g, 46 ; mass spectrum (FAB), M + l 441; 

35 M+Na: 462. 
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As described for Example 1, the following 
compounds are prepared (Table C) . 
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ExaninlP AK 

N-f5-f^-?vrrQlor2.1-nfl.41h P n7nHi a7Pmn-19(ll ff )- 
Vlcarbonvl )-2-nvridinv1 T-2-mPhhv1hA nzenftwr^ fli n ifl f 

A mixture of 2.0 mmol of 10, ll-dihydro-10- (6- 
amino-3-pyridinylcarbonyl) -5fl-pyrrolo[2, l-£] [l, ^benzo- 
diazepine, 2.1 nunol of 2-methylbenzeneacetyl chloride 
and 5 nunol of triethylamine in 10 ml of dichloromethane 
is stirred under argon at room temperature for 16 hours. 
The solvent is removed under vacuum and the residue 
partitioned between 50 ml of ethyl acetate and 25 ml of 
water. The organic layer is separated, washed with H20, 
1 N NaHC03, brine and dried (Na2S04). The solvent is 
removed and the residue chromatographed on silica gel 
with ethyl acetate-hexane as solvent to give the product 
as a solid. 

As described for Example 46. the following 
compounds are prepared (Table D) . 
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ExamnlP fll 



carbonyn am i no 1 -3-pyridinvncarbonvi t -^- ^ rminf? i . r] _ 

fl,41ben7odja?Ani no 

A mixture of 2.0 mmol of 10, ll-dihydro-10- (6- 
amino- 3 -pyridiny lcarbonyl ) -5fl-pyrrolo [ 2 , l- £ ] [l . 4 ] benzo- 
diazepine and 4.0 mmol of (2-methylphenyl) isocyanate in 
12 ml of tetrahydrofuran is refluxed for 16 hours. The 
solvent is removed and the residue chromatographed on 
silica gel with ethyl acetate-hexane as solvent to give 
the product as a solid. 

As described for Example 83. the following 
compounds are prepared (Table E) . 
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ExamnlP 1?n 



1-r5H-nvrrolor2.T-r1- 



A mixture of 0.44 g of JJ- (5- (5fi-pyrrolo- 
[2,1-cJ [l,4]benzodiazepin-10(llfl)-ylcarbonyl)-2- 
pyridinyl]-5-fluoro-2-methylbenzamide, 5 ml of a 40% 
aqueous solution of dimethylamine and 5 ml of an aqueous 
solution of formaldehyde in 50 ml of tetrahydrofuran- 
methanol (1:1) is refluxed for 16 hours in the presence 
of a drop of glacial acetic acid. The mixture is 
concentrated under vacuum and the residue extracted with 
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chloroform. The extract is washed with water, dried 
(MgS04) and the solvent removed. The residue is 
purified by column chromatography on silica gel with 5% 
methanol in chloroform as eluent to give 0.45 g of 
solid: mass spectrum (CI) 499 (M+l) . 

The following Examples are prepared as 
described for Example 120 with formaldehyde and the 
appropriate amine. 

Example 121 

N- f 5 - f f 3 - f fDimethvlaminol mgr.hvl 1 - rSH- o vrrolo n. . 1 -rl - 
f 1 , 41fc>ei)SQdiazePin-m dim 3 -vl ] rarbnnvl 1 -2-n v ridinvl 1 - S- 
chloro-2-mefhvlbPn7*nn rip 
Example 122 

N-f5-f f3-f (Dimethvlatnino^TnAthvll-rSH- n vrrolnr?. 1-rl- 
LLlU benzodi9zepin-1 0 dim 1 -vl 1 carbonvl 1 -2 -pvridinvl 1 -3 - 
fluoro-2-mP.t-hv1bPn?atrnHp 
Example 222 

N- f 5 - f r 3 - f ( Dimer.hvlami no ) mpr hvll - [ Sw-n v rrolo f 2 . 1 -c 1 - 
f 1 ■ 41fren?;odiazetnn-10 (llH) -vl lcarhnnvl ] -2 - pvridinvl 1 -2- 
chloro-4-f lnornhpnVai^Sric 
ExamnlP 124 

N- f 5 - r r 3 - f (Dimethyl ami nn j mPi-hyl 1 - r SH-nvr r olo [ 2 , 1 -r. 1 - 
f 1 , 4 1 ben?Odi.azePin-l 0 | llH) 1 -vl 1 rarbnnvl 1 -2- o vridinvl 1 -2 - 
chloro-5-flnnrobenzannriP 
ExamnlP 12S 

N- f 5 - f r 3 - r (Pimethvl amino ) met-hvl 1 - f sn-nvr r oin r 2 , i -r. 1 - 
fl.41bfinZOd i a2ePin-10aiH)1-vncarhnnvn-2-n v ridinvll-2- 

chlorobenzairnrlp 
Example 12fi 

N- f 5 - f r 3 - f (Dimprhvlami nn ) m ethyl 1 - T SH-nvrrol n f 2 . 1-cl - 
f 1 , 41 benaPdiazeDin-l 0 aim 1 -vl 1 carbnm/1 1 -2-n v ridinyll -2- 
f luoro-S-rhlornhpnypmi Hp 
Example 127 

N- f 5 - r r 3 - f (Pirner hvlamino ) methyl 1 - f sw-m/ r rolo r 2 . 1 -c 1 - 
f 1 ■ 41ben2Qdia7Pni n-10 aim ] -vl ] carhnm/1 1 - 2-nvridinvl 1 - 
2.4-dichlorohPn 7aF ir|p 
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E2amalfi 128 

M- f 5 - f f3 - fl- Pvrrol i (iinvlmer.hvl ) -^-nvrmi o [ 2 . l-r 1 z 
ri t 41ben2Qdiazeni.n-10(llH)-vncarhnn V ii- 2-pvridinvn-^- 

chloro-4-flnQrnhp n7 ; flin Tfla 
ExairrolP 1^9 

N- T 5 - T f 3 - T (Dimet hvlamino ) mPthvl 1 - r sw - PV rrol o r 2 , 1 - r ] - 
[1,41 benZQdiazePin-10 ( 11H) 1 -vl 1 carbnm/1 1 - 2-Pvririi nvl 1 O - 
chlorobenzenearerann fig 
Examnle HO 

N- f 2 - (Dimethvlamino) ethvl 1 -w-r^f^ pyrrolnra , 1 -M - 
ri , 41 benzodiazePin-10 dim -vTcarhnnyl ) - 2-nvrirHnyl 1 -g- 
fluQrQ"2-Tnf>rhvlhPn7amiflo 
To a solution of 0.75 g of 10- [[6- [2- 
( dime thy lamino ) e thy lamino] -3 -pyridinyl] carbonyl ] -10 , 11- 
dihydro-5H-pyrrolo[2,l-£] [1 , 4] benzodiazepine and 5 ml of 
diisopropylethylamine in 75 ml of dichloromethane is 
added (slowly) 0.35 g of 5-f luoro-2-methylbenzoyl • 
chloride in 10 ml of dichloromethane. The mixture is 
stirred at room temperature for 16 hours and the 
solution washed well with water. The organic layer is 
dried (MgS04) and the solvent removed under vacuum. The 
residue is purified by column chromatography on silica 
gel with 30% methanol in chloroform as eluent to give 
0.80 g of yellow solid; mass spectrum (CI), 511 (M+l) . 

Example 131 

N-T3- (Dimethvlamino Prop yl 1 -N- {5H-pvrrolo f2. 1-cl - 
fl . 41 benzodiazepin-10 (JJLHJ - vlcarhnnyl ) -2-pvridinvll -5- 
fluoro-2-mefhvlbengannrtp 
A solution of 6.35 g of 5-f luoro-2-methyl- 
benzoyl chloride in 10 ml of dichloromethane is added to 
a solution of 2 mmol of 10- [ [6- [3- (dime thy lamino) - 
propylamine] -3 -pyridinyl] carbonyl] -10, ll-dihydro-5fl- 
pyrrolo [2 , l-£] [1, 4] benzodiazepine and 5 ml of diiso- 
propylethylamine in 75 ml of dichloromethane. The 
solution is stirred 16 hours at room temperature, washed 
with water, dried (MgS04) and th e solvent removed. The 
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residue is purified by column chromatography over silica 
gel with 30% methanol in chloroform as eluent to give 
0-75 g of solid; mass spectrum (CI) 525 (M+l) . 

Example 132 

N-T2- (Dimethvlamino)methvll -N-5- (5H-Pvrrolo \2 . - 
LlxU benzodiazepin-10 ( 11H) -vlcarbonvl ) -2 -pvridinvl 1 -5- 

As described for Example 130, a solution of 2 
mmol of 10-[[6-[2-(dimethylamino)methylamino]-3-pyri- 
dinyl] carbonyl] -10 , ll-dihydro-5H-pyrrolo [2 , l-£] [1,4]- 

benzodiazepine, 8 ml of diisopropylethylamine, and 2.2 
mmol of 5-f luoro-2-methylbenzoyl chloride in 100 mi of 
dichloromethane is stirred at room temperature for 16 
hours. The solvent is removed and the product purified 
by chromatography on silica gel to give a solid. 

sample 133 

N- r 5 - f f 3- f (Dimethvlamino)methvll - [ 5H-pvrrolo \2 . 1-cl - 
n. 41benzodiazepin-10(llH) Ivll carbonvll -2-pvridinvn - 

3 , 4 , 5-triingthQ?<vbenga^i<ag 

A mixture of 1.0 g of M~ [5- (52-pyrrolo [2 , 1- 
£.] [1, 4] benzodiazepin-10 (11H) -ylcarbonyl) -2-pyridinyl] - 
3 , 4 , 5-trimethoxybenzamide, 10 ml of 40% aqueous di- 
methylamine, 10 ml of 35% aqueous formaldehyde in 50 ml 
of tetrahydrofuran-methanol (1:1) plus 1 drop of acetic 
acid is refluxed for 16 hours. The mixture is concen- 
trated and the residue extracted with chloroform. The 
extract is washed with water, dried (MgS04) / concen- 
trated and the residue purified by column chromatography 
(silica gel) with 5% methanol in chloroform as eluent. 
The fractions containing product are combined to give 
0.80 g of solid; mass spectrum (CI) 556 (M+l). 

Example 134 

N- f 5- (Pvrido T3 . 2-elnvrrolo f 1 . 2-a1pvrazin-5 (6H) - 
vlcarbonvl) -2 -pvridinvl 1 -5-f luoro-2-methvlbenzamide 

To a chilled (0°C) solution of 0.343 g of 5,6- 
dihydropyrido[3,2-e]pyrrolo[l,2-a]pyrazine and 1.1 ml of 
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triethylaraine in 5 ml of dichloromethane is added 1.17 g 
of 6- (5-f luoro-2-methylbenzoyl) aminopyridine-3-carbonyl 
chloride . The mixture is stirred at room temperature 
for 16 hours. To the mixture is added 50 ml of di- 
chloromethane and 20 ml of water. The organic layer is 
separated and washed with 20 ml each of 1 M NaHC03 and 
brine. The organic layer is dried (Na2S04) and passed 
through a thin pad of hydrous magnesium silicate and the 
pad washed with dichloromethane. The filtrate is con- 
centrated and the residue chromatographed on silica gel 
prep-plates with ethyl acetate-hexane (1:1) as eluent. 
The product is crystallized from ethyl acetate to give 
0.38 g of white crystals, m.p. 226-234°C. 

As described for Example 134 the following 
compounds are prepared (Table F) . 

Table f 
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Examnlg 171 



N- F5- (PYrrQlon , 3-al Gniinovalin-S (4H1 -v lcarhonyl ) - y 
PvridinvT1-S-fT lnr n-2>methvl hgn7aTnir»p 
To a chilled (0°C) solution of 0.341 g of 4,5- 
dihydropyrrolo[l,2-£]quinoxaline and 1.11 ml of tri- 
ethylamine in 5 ml of dichloromethane is added 1.17 g of 
6- [ (5-f luoro-2-methylbenzoyl) amino] pyridine-3-carbonyl 
chloride. The mixture is stirred under argon at room 
temperature for 16 hours. The mixture is diluted with 
50 ml of dichloromethane and 20 ml of water and the 
organic layer is separated. The organic layer is washed 
with 20 ml each of 1 M NaHC03 and brine and dried 
(Na2S04). The solution is filtered through a thin pad 
of hydrous magnesium silicate and the pad washed with 
dichloromethane. The filtrate is concentrated and the 
residue purified on silica gel prep-plates with ethyl 
acetate-hexane (1:1) as solvent to give a solid. The 
solid is crystallized from ethyl acetate to give 0.38 g 
of crystals, m.p. 190-196°C. 

As described for Example 171 the following 
compounds are prepared (Table G) . 

Table G 
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ExamnlP 7()ft 

N-r5-(4H-Pvrazo1of^i-nn.4ih 0 n^ ia7 p n ^. MlnHl . 



To a chilled (0°C) solution of 0.37 g of 5,10- 
dihydro-4H-pyra 2 olo[5,l-i:] 1 1,4] benzodiazepine and 836 
microliters of triethylamine in 5 ml of dichlorome thane 
is added 0.761 g of 6- [ (5-f luoro-2-methylbenzoyl) - 
amino ]pyridine-3-carbonyl chloride. The mixture is 
stirred at room temperature under argon for 5 hours. An 
additional 420 microliters of triethylamine and 0.38 g 
of 6-[ (5-fluoro-2-methylbenzoyl)amino]pyridine-3- 
carbonyl chloride is added and the mixture stirred 16 
hours. The mixture is diluted with 60 ml of di- 
chloromethane and washed with 25 ml each of H2O, 1 M 
NaHC03 . brine and dried (Na2S04 ) . The solution is 
filtered (twice) through a thin pad of hydrous magnesium 
silicate and the pad washed with dichloromethane. The 
filtrate is concentrated to give a yellow glass (0.68 g) 
which is crystallized from ethyl acetate to give 0.38 g 
of white crystals, m.p. 250-260°C; mass spectrum (FABL) 
442.4 (M+H) . 
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Example 245 



N-r5-(4H-PYrazolor5,l-c1 n . 4lbenzorfi* 7 gpin-5 fiom- 

Vlcarbonvl) -2-Pvridinv3 1 - M . T -binhpnvl ] -2-carboxamiflg 
To a chilled (0°C) solution of 0.185 g of 
5a0-dihydro-42-pyrazolo[5,l-£] [1, 4] benzodiazepine and 
417 |il of triethylamine in 3.5 ml of dichloromethane is 
added 0.35 g of 6- (2-biphenylcarbonyl) aminopyridine-3- 
carbonyl chloride in 1.5 ml of dichloromethane. The 
mixture is stirred at room temperature under argon for 
16 hours, diluted with 40 ml of dichlorome thane and 20 
ml of water. The organic layer is separated, washed 
with 20 ml of brine and dried (Na2S04) . The solution is 
filtered through a thin pad of hydrous magnesium 
silicate. The filtrate is concentrated to dryness under 
vacuum to give 0.4 g of solid. The solid is purified on 
silica gel prep-plates with ethyl acetate-hexane (3:1) 
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as eluent to give 170 mg of a brown glass, m.p. 110- 
150°C. 

As described for Example 245, the following 
derivatives are prepared (Table H) . 

Table a 




Ex. NO. : 
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Example 2 61 

10 - F f 6- r (2-Methvlpropvl ) amino 1 -3- nvridinvll carbonvl 1 - 
lQ,ll-dihvdrO'5H-pyrrQlor2,l-c1 ri , 4lh»nzodia2PTnnp 
A mixture of 0.16 g of 10- [ (6-chloro-3- 
pyridinyl) carbonyl] -10 , ll-dihydro-5ii-pyrrolo [2 , l-£] - 
[1,4] benzodiazepine, 40 mg of pyridine and 2 ml of 2- 
methylpropylamine is stirred and heated at 100°C in a 
sealed vessel for 1 hour. To the mixture is added 0.2 
ml of N,N-dimethylpropyleneurea and the mixture is 
heated at 110°C for 7 hours. The volatiles are removed 
under vacuum and 10 ml of 0.5 N NaOH is added to the 
residue. The mixture is filtered and the solid washed 
with water and then hexane. The solid is dissolved in 
ethyl acetate and the solution washed with 0.5 N NaOH, 
brine and dried (Na2S04) . The solution is filtered 
through a thin pad of hydrous magnesium silicate and the 
filtrate concentrated to dryness. The" residue is tri- ' 
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turated with diisopropylether-hexane to give 0.18 g of 
white solid; mass spectrum (CI) 361 (M+H) . 

As described for Example 261, the following 
derivatives are prepared (Table I) . 

Tabl e I 
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*mass spectrum (CI) 389 (M+l) 
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**mass spectrum (CI) 401 (M+l) 

Example 7TK 

10- f f 6 - T (Phenv1methvl)amino1-l- rY ri'1 invl1rarhr ?T1 Yl 1- 
10. , ll-dihvdro-'iH-Dvrrol SdjLlzZlLLAl benzorH arppj n o 
A mixture of 0.16 g of 10- [ (6-chloro-3- 
pyridinyl) carbonyl] -10, ll-dihydro-5H-pyrrolo [2 , 1-cJ [1,4] 
benzodiazepine, 0.5 ml of benzylamine and 0.2 ml of 
N,N'-dimethylpropyleneurea is stirred and heated at 
110°C for 7 hours. After cooling to room temperature, 
the mixture is washed with hexane (3 times 10 ml). The 
residue is dissolved in water and made alkaline with 1 N 
NaOH. The suspension is washed with H2O and extracted 
with ethyl acetate. The organic extract is washed with 
brine, dried (Na2S04) and filtered through a thin pad of 
hydrous magnesium silicate. The filtrate is evaporated 
and the residue triturated with diethyl ether-hexane to 
give 0.20 g of white solid; mass spectrum (CI) 395 
(M+H) . 

As described for Example 273, the following 
derivatives are prepared (Table J) . 
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Example 2flft 
10 , ll-Pihvdro-10- [ r fi- fcvrlnhpw lthio)^ - 

pvridinvn carbonvl 1 -5H-Pvrrnlo- f 7 . 1 - 
cl fl.4lhenzodiazepintt 

To a suspension of 3 5 mg of sodium hydride 
(60% in oil) in 3 ml of tetrahydrofuran is added under 
argon 0.10 g of cyclohexylmercaptan. A white preci- 
pitate forms and after 0.5 hour -at room temperature, 1 
ml of H,H' -dimethylpropyleneurea is added. To the 
mixture is added 0.13 g of 10- [ (6-chloro-3-pyridinyl) - 
carbonyl ] -10 , ll-dihydro-5a-pyrrolo [2 , [ 1 , 4 ] benzo- 
diazepine in 2 ml of tetrahydrofuran. The mixture is 
stirred at room temperature for 18 hours, quenched with 
water and ammonium chloride and concentrated under 
vacuum. The aqueous suspension is filtered and the 
solid washed with water and hexane. The solid is 
purified by chromatography on silica gel prep-plates 
with ethyl acetate-hexane (1:4) as eluent to give 0.13 g 
of white solid; mass spectrum (CI) : 404 (M+H) . 

As described for Example 288, the following 
derivatives are prepared {Table K) . 



WO 97/49708 



PCT/US97/10755 



-135- 

Table K 
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Example 3 01 

10 , ll-Dihvdro-1 0- f \G- [ (2-methvlnhpm/ l) ami nnl ^ 
PvridinvncarbQnvn-5H-DvrrQlor2.l-rl n . 41benznrii s^gpin * 

A mixture of 0.5 g of 10- [ <6-chloro-3-pyri- 
dinyl) carbonyl] -10 , ll-dihydro-Sfl-pyrrolo [2 , l-£j [1,4]- 
benzodiazepine and 0.36 g of £-toluidine in 60 ml of 
H/H-dimethylformamide is refluxed for. 16 hours. The 
mixture is poured into 200 ml of ice-water and extracted 
with three 100 ml portions of chloroform. The extract 
is washed with water, dried (Na2S04) and the solvent 
removed. The residue is purified by chromatography on 
silica gel prep-plates with hexane-ethyl acetate (5:1) 
as solvent to give 0.56 g of yellow solid: mass spectrum 
(CI) 395.2 (M+H) . 

- As described for Example 301, the following 
derivatives are prepared (Table L) . 
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N-f4-(5H-PvrTQlQf2,l-c1 H,41ben2odiazemn>mfnwW 
vlcarbonvl) -2-methoxvphenvll [LI -h jphenvll - 3- 

To a solution of 0.70 g of 10, ll-dihydro-5fi- 
pyrrolo [ 2, l-£] [1, 4] benzodiazepine and 0.56 g of N,N- 
diisopropylethylamine in 50 ml of methylene chloride is 
added 1.35 g of 4- [ ( [1, 1 • -biphenyl] -2-carbonyl)amino] -3- 
methoxybenzoyl chloride followed by stirring at room 
temperature for 18 hours. The reaction mixture is 
washed with water and saturated aqueous NaHC03 and the 
organic layer dried (Na2S04 ) . The organic layer is 
passed through hydrous magnesium silicate and the 
filtrate concentrated in vacuo to give a residue which 
is dissolved in methylene chloride and passed through a 
pad of hydrous magnesium silicate two additional times 
to give upon concentration in vacuo to give 1.5 g of 
amorphous solid. M+=512. 

Example 313 

N-r4-(5H-Pvrrolof2,l-c1 fl . 41benzoriiazg pin-10 (11H) - 
vlcarbonvl) -3-chlorophenvll LLJJ -biphenv ll -2-carboxamide 

To a solution of 0.52 g of 10, ll-dihydro-5JB- 
pyrrolo [ 2, l-£] [1, 4] benzodiazepine and 0.39 g of N,N- 
diisopropylethylamine in 25 ml of methylene chloride is 
added 1.1 g of 4- [ ( [1, 1 1 -biphenyl] -2-carbonyl) amino] -2- 
chlorobenzoyl chloride followed by stirring at room 
temperature for 18 hours. The reaction mixture is 
washed with water and saturated aqueous NaHC03 and the 
organic layer dried (Na2S04 ) . The organic layer is 
passed through hydrous magnesium silicate and the 
filtrate concentrated in vacuo to give a residue which 
is dissolved in methylene chloride and passed through 
hydrous magnesium silicate two additional times to give 
upon concentration in vacuo 1.10 g of the desired 
product as a residue. M + =516 , 518 , 520 . 
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Example 3 2Q 

N-f4-(5H-Pvrrolor 2.1-c1 fl. 41benzodiazepin-10 (11H) - 
y lcarbonvl ) phgnvl 1 f 1 . 1 ' -bipheny 1 1 -2 -c arboxamide 

To a solution of 0.65 g of 10 , ll-dihydro-5H- 
pyrrolo[2, l-£] [1, 4] benzodiazepine and 0.52 g of N,N- 
diisopropylethylamine in 25 ml of methylene chloride is 
added 1.34 g of 4- [ ( [1, 1 1 -biphenyl] -2-carbonyl) amino] - 
benzoyl chloride followed by stirring at room tempera- 
ture for 18 hours. The reaction mixture is washed with 
water and saturated aqueous NaHC03 and the organic layer 
dried (Na2S04 ) . The organic layer is passed through 
hydrous magnesium silicate and the filtrate concentrated 
in vacuo to give a residue which is dissolved in 
methylene chloride and passed through hydrous magnesium 
silicate two additional times to give upon concentration 
in vacuo to give 1.02 g of the desired product as a 
residue. M + =482. 

Example 321 

N-f4-(5H-Pvrrolor2.1-c1 [1 .41benzodiazepine-10 (11H) - 
vlcarbonvl ) phenyl 1 -2 - ( phenvlmer.hvl ) benzamide 

To a solution of 0.75 g of 10, ll-dihydro-5H- 
pyrrolo[2, l-£] [1, 4] benzodiazepine and 0.57 g of N,N- 
diisopropylethylamine in 50 ml of methylene chloride is 
added 1.53 g of 4-[ [2- (phenylmethyl)benzoyl] amino] - 
benzoyl chloride followed by stirring at room tempera- 
ture for 18 hours. The reaction mixture is washed with 
water and saturated aqueous NaHC03 and the organic layer 
dried (Na2S04) . The organic layer is passed through 
hydrous magnesium silicate and the filtrate concentrated 
in vacuo to give a residue which is dissolved in 
methylene chloride and passed through hydrous magnesium 
silicate two additional times to give upon concentration 
in vacuo to give 1.97 g of the desired product as an 
amorphous solid. 
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Eaaiinalfi 322 

N-r4-(5H-Pvrro]of2,l-c1 ri.41hmzodia2Pni n-10m*n- 
vlcarbonvl ) -3 -chloroohenvl 1 -2 - ( phenyl methvi ) h^pm j g a 
To a solution of 0,92 g of 10, ll-dihydro-5fl- 
pyrrolo[2,l-£] [1,4] benzodiazepine and 0,72 g of N,N- 
diisopropylethylamine in 50 ml of methylene chloride is 
added 2.4 g of 2-chloro-4-[ [ (2-phenylmethyl) benzoyl] - 
amino] benzoyl chloride followed by stirring at room 
temperature for 18 hours. The reaction mixture is 
washed with water and saturated aqueous NaHC03 and the 
organic layer dried (Na2S04 ) . The organic layer is 
passed through hydrous magnesium silicate and the 
filtrate concentrated in vacuo to give a residue which 
is dissolved in methylene chloride and passed through 
hydrous magnesium silicate two additional times to give 
upon concentration in vacuo 2.87 g of the desired 
product as an amorphous compound. 

Example 3 21 

N-f4-(5H-PYrrQlor2,l-c1 f 1 , 41benzodia7epin-lQ f liHl- 
Ylcarbonvl) -2-methoXYPhenvll -2- (phenvlmethvl)benzamirie 
To a solution of 0.75 g of 10, ll-dihydro-5fl- 
pyrrolo[2,l-£] [1,4] benzodiazepine and 0.58 g of N,N- 
diisopropylethylamine in 50 ml of methylene chloride is 
added 1.69 g of 3-methoxy-4- [ [ (2-phenylmethyl) benzoyl] - 
amino] benzoyl chloride followed by stirring at room 
temperature for 18 hours. The reaction mixture is 
washed with water and saturated aqueous NaHC03 and the 
organic layer dried (Na2S04 ) . The organic layer is 
passed through hydrous magnesium silicate to give upon 
concentration in vacuo 1.92 g of the desired product as 
an amorphous solid. 
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Ezamalfi 324 

M- f 4- ( 5H-Pvrrolo \2 . [ 1 , 4 1 benzodiazepin-10 ( 11H) - 
ylcarbonvl) Phenyl 1 [ 4 ' -( trif luoromethyl ) LLJL -biphenvll - 

2-carboxamide 
A solution of 1,14 g of [4 ' - ( trif luoromethyl) - 
[1, 1 ' -biphenyl] -2-carbonyl chloride in 10 ml of 
methylene chloride is added dropwise to an ice cold 
solution of 1.0 g of 10, ll-dihydro-10- (4-aminobenzoyl) - 
5H-pyrrolo [2 , 1-c] [1,4] benzodiazepine and 0,52 g of N,N- 
diisopropylethylamine in 25 ml of methylene chloride. 
The reaction mixture is stirred at room temperature for 
18 hours and washed with water, saturated aqueous NaHC03 
and the organic layer dried (Na2S04 ) . The organic layer 
is passed through a pad of hydrous magnesium silicate 
two times to give 1.70 g of the desired product as an 
amphorous compound. 

Example 325 

N- f 4- (5K-Pvrrolo \2 . 1-cl [ 1 , 4 1 benzodiazepin-10 (11H) - 
vlcarbonvl ) -3-methoxvphenvn f 4 ' - ( tri f luoromethvl ) fl . 1 ' - 
biphenyll -2-carboxamide 
A solution of 1.87 g of [4 •- (trif luoromethyl) - 
[1, 1 ' -biphenyl] -2-carbonyl chloride in 10 ml of 
methylene chloride is added dropwise to an ice cold 
solution of 0.74 g of 10 , ll-dihydro-10- (4-aminobenzoyl) - 
SJS-pyrrolo [2 , l-£] [1, 4] benzodiazepine and 0.56 g of N,N- 
diisopropylethylamine in 50 ml of methylene chloride. 
The reaction mixture is stirred at room temperature for 
18 hours and washed with water, saturated aqueous NaHC03 
and the organic layer dried (Na2S04) . The organic layer 
is passed through a pad of hydrous magnesium silicate 
two times to give the desired product as a residue which 
is crystallized from ethyl acetate to give 2.33 g of the 
desired product, 211-212°C. 
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Example 12i 

N~ f 4- f SH-PYrrolof 2 , 1-cl LL 4 lbenzodiazep jn-10 M IK) - 
VlcarbQnvl)-2-chlorQPhenvl1 f4^^r-rif1 11 nrn m et:hvn H , T- 
biphenvn-2-carhnvaTn^o 
A solution of 1.35 g of 2-chloro-4- [ ( [4 • - 
{ trif luoromethyl) [1 , 1 • -biphenyl] -2-carbonyl) amino] - 
benzoyl chloride in 10 ml of methylene chloride is added 
dropwise to an ice cold solution of 0.63 g of 10,11- 
dihydro-5H-pyrrolo[2,l-£] [1, 4] benzodiazepine and 0.48 g 
of N,N-diisopropylethylamine in 50 ml of methylene 
chloride. The reaction mixture is stirred at room 
temperature for 18 hours and washed with water, 
saturated aqueous NaHC03 and the organic layer 
dried (Na2S04 ) . The organic layer is passed through a 
pad of hydrous magnesium silicate two times to give 1.63 
g of the desired product as a non-crystalline solid. . 

Example 3<j7 

N-f4H5H-PYrrolQf?,l-c1 ri,41benzodia7Pnin^loniH)- 
Vlcarbonyl)Phenv11-2-methvlnvridinP-^r arboxamidP 
To a stirred solution of 1.0 g of 10,11- 
dihydro-10- ( 4 -aminobenzoyl ) -Sfc-pyrrolo [ 2 , 1 -£] [ 1 , 4 ] benzo- 
diazepine and 3 ml of N, N-diisopropylethylamine in 100 
ml of methylene chloride is slowly added 600 mg of 2- 
methylpyridine-3-carbonyl chloride dissolved in 15 ml of 
methylene chloride. The reaction mixture is stirred at 
room temperature for 2 hours. The reaction mixture is 
quenched with water and the organic layer washed well 
with water. The organic layer is dried (MgS04 ) , filtered 
and evaporated in vacuo to a residue which is purified 
by column chromatography on silica gel by elution with 
1:1 ethyl acetate rhexane to give 800 mg of the desired 
product as a pale yellow residue. M + =422. 
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Examplff 329 

N- f 4- (5H-Pvrro]o f2 , 1-cl [j , 41benzodia? epin-1 0M1Kl-y1 - 
carbQnvl)-3-chloronhfinvl1-2-m^hvl~nyri^i ng >>y 

carboxamidft 

A mixture of 1.1 g of 10 , ll-dihydro-10- (4- 
amino-2 -chlorobenzoyl ) -5fl-pyrrolo [2 , l-£] [ 1 , 4 ] benzodiaze- 
pine and 3 ml of N,N-diisopropylethylamine in 100 ml of 
methylene chloride is stirred while a solution of 600 mg 
of 2-methylpyridine-3-carbonyl chloride in 15 ml of 
methylene chloride is added slowly. The reaction 
mixture is stirred at room temperature for 2 hours. The 
reaction mixture is quenched with water and the organic 
layer washed with water, dried (MgS04 ) . filtered and 
evaporated in vacuo to a residue. The product is 
purified by column chromatography on silica gel by 
elution with 1:1 ethyl acetate :hexane to give the 
desired product as a pale yellow residue. M+=456. 

Example 329 

N-r5-(5H-Pvrro]of2.1-c1 fl , 41benzodiazppin-io f nyn - 

YlcarbQnvl1-2-PYr i d i nY l 1-2-niethYlpvrid i ne'3-carbQxami^ 

A mixture of 2.5 g of 6- [ [3- (2-methyl- 
pyridinyl) carbonyl] amino] pyridine-3-carboxylic acid and 
25 ml of thionyl chloride is refluxed for 3 hours and 
the mixture evaporated to dryness in vacuo to give a 
solid. A solution of the solid in 50 ml of methylene 
chloride is added to 2 g of 10, ll-dihydro-5H-pyrrolo- 
[2,l-£] [1,4] benzodiazepine dissolved in 50 ml of 
dichloromethane containing 3 ml of N,N-diisopropyl- 
ethylamine at room temperature. The reaction mixture is 
stirred at room temperature for 2 hours and quenched 
with water; washed with water; dried (MgS04 ) , filtered 
and evaporated in vacuo to a residue. The residue is 
purified by column chromatography on silica gel by 
elution with 1:1 ethyl acetate rhexane to give 2.0 g of 
the desired product as a solid. M+=423. 
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Example 330 

N-r5-(5H-PvrrQlof2,l-c1 n , 41benzQdia gepin-10(1lH^ 

HYflr Q chlpritie 

To a solution of 1.0 g of N- [5- (5fi-pyrrrolo- 
[2, l-£] [1, 4]benzodiazepin-10 (11H) -ylcarbonyl) -2- 
pyridinyl]-2-methylpyridine-3-carboxamide in 50 ml of 
methanol is added hydrogen chloride gas. The mixture is 
stirred at room temperature for 30 minutes and the 
solvent removed under vacuum. The residue is triturated 
with ether to give 1.0 g of the desired product as a 
solid: mass spectrum (CC1 ); 459 (M+) . 

Example 3 31 

N-r4-(5H-PvrrQlof2,l-c1 fl . 4 1 bpnznrfiazepin-in M 1 m - 
Vlcarbonvl) Phenyl 1 -2- fN-mPthv1nipera 7 inv11^nvrir}inP-3. 
carboxamid* Hydrochloric 
The method of Example 330 is used to prepare 
the desired product as a solid: M + =543. 

Example 3 32 

N-r4-(5H-PYrrolor2,l-c1 M . 41benzofii azepin-10 f 1 im - 
vlcarbonvl)phenvl1~2-(dimPthvl a Tnino ^pvridin^-3> 
carboxamirie Hvdrorhl ori Hp 
The method of Example 330 is used to prepare 
the desired product as a solid: M+=487. 

N-r4-(5H-Pvrrolor2.1-r1 fl 4 1 bgnzodiazepin-10 (11H)- 
Vlcarbonvl ) Phenyl 1 -2 -eh loronvr i nM n e-3 -carboxamide 
To a stirred solution of 6.06 g of 10,11- 
dihydro-10- (4-aminobenzoyl) -5H-pyrroloI2, l-£] [1, 4] benzo- 
diazepine and 10 ml of N,N-diisopropylethylamine is 
added a solution of 4.0 g of 2-chloropyridine-3-carbonyl 
chloride in 25 ml of methylene chloride. The reaction 
mixture is stirred at room temperature for 1 hour. The 
reaction mixture is quenched with water and the organic 
layer washed well with water. The organic layer is 
dried, filtered and evaporated is vacuo to a pale yellow 
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product which is crystallized from 1:1 ethyl 
acetate :hexane to give 7.0 g of the desired product; 
M + =442 . 

Example 334 

Kr-f4-(SH-Pvrrolor2.1-c1 n,41benzodiazepin-10 (11H) - 
vlcarbonv l) phenyl 1 -2- (methvlamino) Pvridine-3-carboxamide 

A mixture of 1 g of N- [4- (Sfl-pyrrolo [2, l-£] - 
[l,4]benzodiazepin-10 (11H) -ylcarbonyl) phenyl] -2-chloro- 
pyridine-3-carboxamide, 1 g of K2CO3 and 10 ml of a 40% 
solution of monomethylamine is heated in 25 ml of 
dimethylsulf oxide for 8 hours at 100°C. The reaction 
mixture is poured over water and the pale yellow solid 
separated. The reaction mixture is filtered and the 
collected solid washed well with water. After drying 
the solid is purified by column chromatography on silica 
gel by elution with 9:1 ethyl acetate: methanol to give 
850 mg of the desired product as a pale yellow 
solid:M+=437. 

Example 335 

N-f4-f5H-pvrrolor2.1-c1 f 1 , 4 1 benzodiazepin-10 ( 11H) - 
ylcarbonyl) phenyl 1 -2-f (3-dimeth vlaminopropvl)amino1 - 

Using the conditions of Example 334 and N-[4-(5H- 
pyrrolo[2, l-£] [1, 4] benzodiazepin-10 (11H) -ylcarbonyl) - 
phenyl] -2 -chloropyridine-3-carboxamide and 3- (dimethyl- 
amino) propylamine gives 900 mg of the desired 
product :M + =508. 

Example 336 

W -f4>f5H-tvrrolQT2.1>c1 f 1 . 4 1 benzodiazeni n-10 ( 11H) - 
y 1 rarhnnvl ) phenyl 1 -2 - [ 1 -piper idinvl ) -Pvridine-3 - 

rarboxamide 

Using the conditions of Example 334 and 1 g of 
N- [ 4 - ( 5a-pyrrolo [ 2 , l-£] [ 1 , 4 ] benzodiazepine 10 ( 11H ) - 
ylcarbonyl) phenyl] -2-chloropyridine-3-carboxamide and 5 
ml of piperidine gives 700 mg of the desired 
product :M + =491. 
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Examnl* ??7 

N-r4-(5H-Pvrrolof2,l-c1 M Jlb^n^ azepin-mdiwu 

vlcarbonvl)Dhenvn>2-(4-methvl-1>pi perazinvl ) -pvridinft- 

3-carboxannriP 

Using the conditions of Example 334 and 1 g of 
N- [4- ( 5H-pyrrolo C 2 , 1 -£] [ 1 , 4 ] benzodiazepin- 10 ( 11H ) - 

ylcarbonyl)phenyl]-2-chloropyridine-3-carboxamide and 5 
ml of N-methylpiperazine gives 1 g of the desired 
product :M + =500. 

Example 3 3ft 

N-r4-(5H-Pvrrolor2,l-c1 ri.4]benznrfi*7 eP in-10 {UHl- 
vlcarbonvl) Phenyl 1 -2- (dimethvlamino ) -pyridin^-?- 

carboxamidfi 

Using the conditions of Example 334 and 1 g of 
N- [ 4- ( 5H-pyrrolo [2 , l-£] [ 1 , 4 ] benzodiazepin- 10 { 11H) - 
ylcarbonyl) -phenyl] -2-chloropyridine-3 -carboxamide and 
10 ml of 40% N,N-dimethylamine gives 700 mg of the 
desired product :M + =451 . 

Example 339 

N-f4-f5H-PyrrQlof2, 1-cl fl . 41benzorii*7 gpin-10 (llHl-vIr 
arbonvDohenvll -2- (momholino) -nvri dine-3-r:arboxamidP 
Using the conditions of Example 334 and 1 g of 
N- [4- (5H-pyrrolo[2, 1-c] [1, 4]benzodiazepin-10 (11H) - 
ylcarbonyl) -phenyl] -2 -chloropyridine-3 -carboxamide and 5 
ml of morpholine gives 800 mg of the desired 
product :M + =4 93. 

Example 340 

N- T5- (5H-Pvrrolof2 . f 1 41 -benzorKazepin-lO ( 11H) - 

v l cartonvl) -2 -pyr i a i nvll n , V -b i phfwn - ^carboxarc i de 
A mixture of 2.0 g of 6- [ ( [1, 1 ' -biphenyl] -2- 
carbonyl) amino ]pyridine-3-carboxylic acid and 20 ml of 
thionyl chloride is refluxed for 3 hours. The excess 
thionyl chloride is removed in vacuo to a residue which 
is dissolved in 50 ml of methylene chloride. This 
solution is added added dropwise to a stirred solution 
of 2.0 g of 10,ll-dihydro-5H-pyrrolo[2,l-£] [1, 4]benzo- 
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diazepine in 50 ml of methylene chloride and 5 ml of 
N,N-diisopropylethylaraine. The reaction mixture is 
stirred at room temperature for 2 hours and quenched 
with water. The organic layer is washed well with water 
and dried over anhydrous MgS04 . The organic layer is 
concentrated jji vacuo to a residue which is purified by 
column chromatography on silica gel by elution with 40% 
ethyl acetate :hexane to give 1.2 g of a colorless 
solid:M + =484. 

Example 341 

N-r4-(5H-Pvrrolor2.1-d fl . 41benzodiaze pin-10 dim - 

vlcarbcnvl}phenvll-2-(2-pyriclinyl)bensaTnide 
A mixture of 1.94 g of N- [4- (5fl~pyrrolo- 
[2, l-£] [1, 4]benzodiazepin-10 (11H) -ylcarbonyl ) phenyl] -2- 
bromobenzamide , 2.95 g of 2-pyridyl tri-n-butyl tin and 
400 mg of tetrakis ( triphenylphosphine) palladium (0) is 
refluxed for 24 hours in degassed toluene for 24 hours. 
The reaction mixture is concentrated In vacuo to a 

residue which is purified by column chromatography on 
silica gel by elution with 70% ethyl acetate :hexane to 
give 900 mg of the desired product as a pale yellow 
solid:M+l=485 . 

Example 342 

N- f 5 - ( 5H-Pvrrolo f 2 . 1-cl f 1 , 4 Tbenzodiazepin-10 dlH) - 
vlcarbonvl ) -2 -ovridinvl 1 -2 - ( 2 -pvridinvl ) benzamide 
A mixture of 484 mg of N- [5- (5H~pyrrolo- 
1 2 , l-£] [1,4] benzodiazepin-10 ( 11H) -ylcarbonyl ) -2- 
pyridinyl] -2-bromobenzamide, 814 mg of 4-(N,N-di- 
methyl) anilino-tri-n-butyl stannane and 100 mg of tetra- 
kis (triphenylphosphine) palladium (0) is refluxed in 
degassed toluene for 24 hours. The reaction mixture is 
concentrated in vacuo to a residue which is purified by 
column chromatography on silica gel by elution with 
ethyl acetate to give 200 mg of the desired product: 
M+l=528. 
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ExanmlP ^ 

1 Q . 1 1 -Pi hvdro-l 0- f 4- ( 4 -PUtvl owl H^r^y l ] -SH-ny^r-plo f 2 : 1 - 

cl ri ■41ben?nHia7 f .p-j r|a 
To a solution of 92 mg of 10, ll-dihydro-5fi- 
pyrrolo [2, 1-.C.H 1,4] benzodiazepine in 2 ml of methylene 
chloride is added 100 mg of triethylamine followed by 
130 mg of 4- (n-butyloxy) benzoyl chloride. The reaction 
mixture is stirred at room temperature for 24 hours and 
then treated with 4 ml of IN sodium hydroxide. The 
mixture is extracted with 10 ml of ethyl acetate and the 
extract washed with IN sodium hydroxide and 5 ml of 
brine. The organic layer is dried over anhydrous sodium 
sulfate and filtered through hydrous magnesium silicate. 
The filtrate is concentrate in vamn to a residue which 
is stirred with ether-hexanes to give 160 mg of the 
desired product as a white solid:mass 
spectrum (CI) ,361 (MH + ) . 

ExamoIP T44 

5, l Q-D i hYriro-2-hvriroxvTnethvl -s- (4- f 4-hnt-vi oxv ib P n7ovi ) - 
4H-pvrazoior5.i-(-i n . ajaa^fldiaxaaing 
As described for Example 343 4-(n-butyl- 
oxyjbenzoyl chloride is reacted with 5 , 10-dihydro-4H- 
pyrazolo[5,l-c] [1, 4] benzodiazepine to give the desired 
product as a solid;mass spectrum (CI ) ,392 (MH + ) . 

ExamnlP 

10.11 -Dihvriro-1 0 - ( 4 - ( S -n P nt-v1 nvy ] benzov 1 ) - 5H- 
DVrrolor2.1-r1 n ■^ll y.n^ia^r.A 

As described for Example 343 4-(n-pentyl- 
oxy) benzoyl chloride is reacted with 10, ll-dihydro-5if- 
pyrrolo [ 2, l-£] [l, 4] benzodiazepine to the desired product 
as a solid:mass spectrum (CI ), 375 (MH+) . 
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Example 346 

w-rA-f«5w-Pvrrolor2.1-r1 fl . 4 1 benzodiazepin-10 (11H) - 
y 1 rarhnnvl ) nhenv l 1 -2 - ( 4 -chl nronhenvloxv) pyridine- 3 - 

carboxamide 

The conditions of Example 325 are used with 2- 
(4-chlorophenyloxy)pyridine-3-carbonyl chloride to give 
the desired product as a crystalline solid, ra.p. 211- 
212°C (M+Na) = 557.3. 

Example 347 

M- r 4 - ( SK-Pvrrolo [ 2 . 1 -el f 1 . 4 1 henzoriiazeoin-l 0 [ 11H) - 
y 1 rarhnnvl ) nhenvl 1 -2 -methvl-2 - ( 4 - 
rh\ orophenvloxv ) nropionamide 
The conditions of Example 325 are used with 2- 
(4-chlorophenoxy) -2-methylpropionyl chloride to give the 

desired product as a solid. M+499. 

Fxamnle 3 48 

10 - f T6- (1 . 1 -dimethyl erhvl) amino! -3 -nvr i dinvl ) carbonvl 1 - 
1 0 . 1 1 -rHhvriro-5H-nvrrolo r? . 1-c! M 41h P n7ndiazpnine 
Using the conditions of Example 273 and t- 
butylamine gives the desired product as a beige solid. 
MS (CI) : 361 (M+H) . 

Example 349 

in -r r^-M-Mer.hvlerhvl ) amino) -3-nvridinvl ) carbonvll - 
in . 11 -rHhyrtro-5H-pyrrolof2 . 1-cl fl , 4 Ibenzodiazeoine 
Using the conditions of Example 273 and 
isopropylamine gives the desired product as a white 
solid. MS (CI): 347 (M+H). 

Example 350 

m-f ffi- M-Tnrianvl amino) -3-nvridinvl ) carbonvl 1 -10 ■ 11- 
nMhyriro-SH-nvrrolo f2 , 1-cl f 1 , 4 1 benzodiazepine 
Using the conditions of Example 273 and 1- 
aminoindan gives the desired product as a beige solid. 
MS (CI) : 421 (M+H) . 
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Example 351 

10 - r T6 - (2 ■ 4-Dimethoxvphpnvlamino) -3 -pvridinvll carhony^ j- 
10, ll-dihvdro-5H-pvrrolor2,l-c1 n . 41benzodiazpnim> 

Using the conditions of Example 273 with 2,4- 
dimethoxybenzylamine gives the desired product as a 
light yellow solid. MS (CI): 455 (M+H). 

Example 352 

1 0 - f T 6 - ( 2 -Bromophenvlamino ) -3 -nvr i di nvl 1 carbnnvl 1-10.11- 
dihvdro-5H-Pvrrolof 2 . 1-cl [ 1 , 4 1 benzodiaapni np 
Using the conditions of Example 273 and 2- 
bromobenzylamine gives the desired product as an off- 
white solid. MS (CI): 474 (M+H). 

Example 353 

N-rS-f5H-Pvrrolor2.1-c1 [ 1 . 4 1 fegazfldi a zepin-10 ( 11H) - 
vlcarbonvl)-2-ovridinvl1-2-methv1 furane-3-carboxamide 
Using the conditions of Example 1 with 
Reference Example 39 to give Reference Example 86 and 
stirring overnight gives the desired product as white 
crystals after column chromatography on silica gel by 
elution with 1:1 ethyl acetate thexane and crystalliza- 
tion from ethyl acetate, m.p. 210-212°C. 

Example 354 

N-r5-(5K-Pvrrolor2.1-c1 [ 1 , 4 Ibgnzndi a7PPin-1 0 f 1 1H) - 
vlcarbonvl)-2-Pvridinvn -2-aminQbenzamide 

A room temperature solution of 1.0 g of N-[5- 
( 5H-pyrrolo [ 2 , 1 -£] [ 1 , 4 ] benzodiazepin-10 ( 11H ) - 
ylcarbonyl) -2-pyridinyl] -2-nitrobenzamide in 100 ml of 
ethyl alcohol is hydrogenated over 200 mg of 10% Pd/C in 
a Parr apparatus under 40 psi of hydrogen for 2 hours. 
The reaction mixture is filtered through diatomaceous 
earth and the cake washed with additional ethyl alcohol. 
The combined filtrates are concentrated in vacuo and the 
residue purified by crystallization from 2:1 ethyl 
acetate :hexane to give the desired product as pale 
yellow crystals: M+Na 445:M + 423. 
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Example 355 

( 3 -Chloro-4- [ 3 -dimethv laminomefchvl ) -5H , 1 lH- pvrrolo- 
f 2 , 1-cl F 1 , 4 1 -benzodiazeoine-lO-carbonvl 1 -nhgnvl } - 
biphenvl-2-carboxvlic acid amid* 
To a solution of the product from Example 319, 
(2.23 g, 4.32 mmol) in 1:1 methanol/tetrahydrofuran (40 
ml) was added N,N/N' ,N' -tetramethyl-diaminomethane (1.19 
ml, 8.64 mmol), paraformaldehyde (0.519 g, 17.3 mmol), 
and acetic acid (0.516 ml, 8.6 mmol). The suspension was 
stirred at room temperature overnight. The solvent was 
removed, and the residue was dissolved in 
dichloromethane, washed with water, 5% sodium 
bicarbonate, and water. All aqueous washings were 
backwashed with dichloromethane. The combined organic 
solutions were dried (MgS04), and the solvent removed to 
give crude product (1.68 g) . Purif i-cation by flash 
chromatography on silica gel (50 g) in 18% 
methanol/ethyl acetate gave the product, which was 
recrystallized from ethyl acetate-hexane to give pure 
sample (1.06 g) mp 138-141°. MS (+FAB) m/z: 575/577 
(M+H) . 

Analysis for: C32H21CIN3O3 

Calcd: C, 73.10, H: 5.43. N: 9.74. 

Found C, 71.57, H: 5.21, N: 9.41. 

Examnle 3 56 

pyrrol o f 2 , 1-cl [ 1 . 4 1 benzodifazftDine-lQ-c^rbonvl ) 1 -phenyl) - 

biphenvl-2-carboxvlic acid amide 
To a solution of the product from Example 319, 
(0.54 g, 1.08 mmol) in 1:1 methanol -tetrahydrofuran (8 
ml) was added N-methylpiperazine (0.48 g, 4.32 mmol), 
paraformaldehyde (0.194 g) , and acetic acid (0.13 ml, 
2.16 mmol) in that order. The mixture was allowed to 
stir at 60° for 21 hours. The solvent was removed under 
vacuum, and the residue was partitioned between 
dichloromethane and water. The organic phase was washed 
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with sodium bicarbonate and water, dried (MgS04), and 
the solvent removed to yield crude product (0.48 g) . The 
experiment was repeated to obtain 0.43 g of the crude 
product. The two batches were combined (0.9 g) and 
purified by silica gel chromatography (25g) with 
methanol-ethyl acetate (1:4) to give on crystallization 
from ethyl acetate-hexane 0.45 g of desired product. MS 
{ +FAB) m/z: 653 (M+Na) + . 

Example 357 

[4- (3-PimethYlaminomethYl-5H, HH-pyrrQlof 2 , 1-cl - 

r 1 . 4 1 benzodiazeoine-lQ-carbonvl ) -3 -methoxv-nhenvl 1 - 

biphenvl-Z-carboxYlic acid amide 
Step a) 2-methoxy-4-nitrobenzoic acid methyl ester 

Thionyl chloride (13.9 ml, 190 mmol) was 
added via syringe to a solution of 2-methoxy-4-nitro- 
benzoic acid (50 g, 250 mmol) in methanol which was 
stirred at room temperature for 16 hours. The volatiles 
were removed in vacuo . The residue dissolved in 
dichloromethane, washed with (IN) sodium hydroxide, and 
the organic layer separated and dried (MgS04). 
Evaporation in vacuo gave a light yellow solid (50 g, 
93%) mp 80-81°C, which was taken directly to the next 
step. 

Analysis for: Cg H9 N 05 

Calcd: C, 51.19; H, 4.30; N, 6.63. 

Found: C, 50.97; H, 4.11; N, 6.51. 

Step b) 4-amino-2-methoxy-benzoic acid methyl ester 

A mixture of 2-methoxy-4-nitrobenzoic acid 
methyl ester (12 g, 57 mmol), palladium (10% on 
activated carbon), and ethanol (150 ml) was shaken at 
room temperature under 50psi of hydrogen for 2 hours. 
The reaction was filtered through diatomaceous earth, 
and the diatomaceous earth washed with chloroform. 
Evaporation of the chloroform washings gave a yellow 
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solid; purification by crystallization gave a light 
yellow crystalline solid (8.76 g, 85%) mp 148-149°C. 
Analysis for: C9 Hn N 03 

Calcd: C, 59.66; H, 6,12; N, 7.73. 
Found: C, 59.42; H, 6.02; N, 7.69. 

Step c) 4-[ (Biphenyl-2-carbonyl) -amino] -2-methoxy- 
benzoic acid methyl ester 

Into a refluxing solution of 2-biphenyl- 
carboxylic acid (9.2 g, 46 mmol) in dichloromethane was 
added dimethylf ormamide (0.1 ml, 1.4 mmol) and then neat 
oxalyl chloride (8.1 ml, 92 mmol) via syringe. The 
reaction was refluxed for 10 min, then the volatiles 
removed in vacuo . The residue was redissolved in 
dichloromethane, concentrated and dried under high 
vacuum for 15 min. The acid chloride was dissolved in 
dichloromethane (50 ml) and added into a 0°C solution of 
4-amino-2-methoxy-benzoic acid methyl ester (8.4 g, 46 
mmol), diisopropyl ethylamine (10.5 ml, 60 mmol) and 
dichloromethane (200 ml). The reaction was warmed to 
room temperature and stirred for 16 hours. The reaction 
was diluted with dichloromethane, washed with water, 
(IN) sodium hydroxide (IN) HC1, and brine, and dried 
(MgS04). Evaporation gave a yellow foam, which was 
crystallized from methanol to give a light yellow solid 
(16.08 g, 96%) m.p. 141-142°C. 
Analysis for: C22 H 19 N O4 
Calcd: C, 73.12; H, 5.30; N, 3.88. 
Found: C, 72.93; H, 5.20; N, 3.83. 

Step d) 4- [ (Biphenyl-2-carbonyl) -amino] -2-methoxy- 
benzoic acid 

Sodium hydroxide (IN) (38 ml, 3 8 mmol) was 
added to a refluxing solution of 4- [ (biphenyl-2- 
carbonyl) -amino] -2-methoxy-benzoic acid methyl ester 
(11.6 g, 32 mmol) in methanol (200 ml). The reaction 
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was refluxed for 2 hours. The volatiles were removecULn 
vacuo and the residue taken into ethyl acetate/HCl (aq) . 
The aqueous layer was re-extracted with ethyl acetate, 
and the organic extracts combined and dried (MgS04). 
Evaporation gave a pale orange foam, which was 
crystallized from methanol to give a colorless solid 
(9.33 g, 84%) m.p. 158-159°C. 
Analysis for: C21 Hi 7 N 04 
Calcd: C, 72.61; H, 4.93; N, 4.03. 
Found: C, 72.20; H, 4.61; N, 3.96. 

Step e) [3-Methoxy-4-(5H,llH-pyrrolo[2,l-c] [1,4]- 
benzodiazepine-10-carbonyl) -phenyl] -biphenyl-2- 
carboxylic acid-amide 

Into a refluxing solution of 4- [ (biphenyl-2- 
carbonyl) -amino] -2-methoxy-benzoic acid (3.29 g, 9.5 
mmol) and dichloromethane (50 ml) was added 
dimethyl formamide (0.02 ml, 0.28 mmol) and then neat 
oxalyl chloride (0.87 ml, 10 mmol) via syringe. The 
reaction was refluxed for 10 minutes and the volatiles 
removed in vacuo » The residue was evaporated with 
dichloromethane and dried under high vacuum for 15 
minutes. The acid chloride was dissolved in 
dichloromethane (50 ml) and added Co a 0°C solution of 
the product from reference Example 6, 10, ll-dihydro-5H- 
pyrrolo [2, 1-c] [1,4] benzodiazepine (1.57 g, 8.55 mmol), 
N,N-diisopropylethylamine (1.93 ml, 12.35 mmol) and 
dichloro-methane (200 ml) . The reaction was warmed to 
room temperature and stirred for 2 hours. The reaction 
mixture was diluted with dichloromethane, washed with 
water, (IN) sodium hydroxide, (IN) HCl, and brine, and 
dried (MgS04). Evaporation gave a yellow foam, which 
was crystallized from methanol to give a colorless solid 
(2.05 g, 73%) mp 224-226°C. 
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Analysis for: C33 H27 N3 O3 
Calcd: C, 76,87; H, 5.35; N, 8.07. 
Found: C, 76.82; H, 5.23; N, 8.04. 

Step f > [4- (3-Dimethylaminomethyl-5H,llH-pyrrolo[2, 1- 
c] [1, 4]benzodiazepine-10-carbonyl) -3-methoxy-phenyl] - 
biphenyl-2-carboxylic acid amide 

A mixture of biphenyl-2-carboxylic acid [3- 
methoxy-4- (5H, HH-pyrrolo [2 , 1-c] [1, 4] benzodiazepine-10- 
carbonyl ) -phenyl ] -amide (2.54 g, 4.9 mmol), paraform- 
aldehyde {0.59 g, 19.6 mmol), N,N,N' ,N' -tetramethyl- 
diaminomethane (1.35 ml, 9.8 mmol), tetrahydrofuran- 
methanol (1:1) (20 ml) and glacial acetic acid (0.57 ml, 
9.8 mmol was stirred at room temperature for 24 hours. 
The volatiles were remove d in vacuo , and the residue was 
dissolved dichloromethane - (IN) sodium hydroxide. The 
organic layer was separated, washed with brine and dried 
(MgS04). Evaporation and purification by flash 
chromatography (silica gel; eluting solvent chloroform- 
methanol 20:1) gave a colorless foam, which crystallized 
from ethanol to give a colorless solid (2.05 g, 73%) 
m.p. 196-197°C. 

Analysis for: C36 H34 N4 03 + 0.25 H2O 
Calcd: C, 75.17; H, 6.04; N, 9.74. 
Found: C, 75.23; H, 6.06; N, 9.81. 

Example 358 

(3-Methoxv-4-r3-(4-met:hvl-niperagin-1 -vlmethvl)-5H.llH- 
pvrrolo r 2 , 1 -cl \ 1 . 4 1 benzodiazenine-1 0-carbonvl 1 - phenyl } - 
biphenvl-2-carboxvlic acid amide 
The compound of Example 358 was prepared in 
substantially the same manner as described in Example 
357. In step 357f, N-methyl piperazine was substituted 
for N,N,N' ,N' -tetramethyldiaminomethane. The title 
compound was obtained as a colorless solid, m.p. 217- 
218°C 
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Analysis for: C39 H39 N5 03 
Calcd: C, 74.86; H, 6.28; N, 11.19. 
Found: C, 74.46; H, 6.35; N, 11.24. 

Example 3 

{2-Mer.h0XY-4-f3- (4-met:hv1-pipfira?Tn-l-vlTn <a t- h vlUSff . ii ff- 
PVrrQlQ f2 , 1-Cl n , 41benzodi azepinP-1 O - carbnm/l ] -nhPm/1 ) - 
biphenvl-2-carhoxvlir ar^ flmiflf 
The compound of Example 359 was prepared in 
substantially the same manner as described in Example 
357. In step 357a, 4-nitro-3-methoxybenzoic acid was 
substituted for 4-nitro-2-methoxybenzoic acid, in step 
357f, N-methyl piperazane was used in place of 
N, N,N' ,N' -tetramethyl-diaminomethane. The product was 
obtained as a colorless solid, mp 104-105°C. 
Analysis for: C39 H39 N5 03 + 1.0 H2O 
Calcd: C, 73.43; H, 6.59; N, 10.88. 
Found: C, 73.01; H, 6.17; N, 10.92. 

Example IfiQ 

\i- f 3-Dimer.hvl aminomet-hvl -su. liK-nv ^roio \2 , 3 - 
el rx,41benzpd i a2gpine-10-rarhonvl)-2-mPfh Q xv-nhpnvi i- 

biphenvl-2-rarboxvlir a cid amidP 
The compound of Examle 360 was prepared in 
substantially the same manner as described in Example 
357. In step 3 57a, 4-nitro-3-methoxybenzoic acid was 
substituted for 4-nitro-2-methoxybenzoic acid. The 
title compound was obtained as a colorless solid, m.p. 
114-11 6°C. 

Analysis for: C36 H34 N4 03 + 0.25 H2O 
Calcd: C, 75.17; H, 6.05; N, 9.74. 
Found: C, 74.98; H, 5.89; N, 9.69. 

Example 

(3-Brpmo-4~ f 3 - (dimer.hvl-aTnip p-mpthvl ) -5H. 11H- 
PVTrp l Qf2rl'Cl U ,41benzodiRzepinP>in- carbonvl1-Dhpnv1> 
biPhenvl-2-carboxvlir a rid amide 
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Step a) 2-Bromo-4-nitrobenzoic acid methyl escer 
Thionyl chloride (3.99 ml. 54.6 mmol) was 
added via syringe at room temperature to a methanol 
solution (500 ml) of 2-bromo-4-nitrobenzoic acid (Chem. 
Ber. 1961, 835) (17.9 g, 72.9 mmol). The reaction was 
stirred at room temperature for 16 hours. The volatiles 
were removed in vanin. the residue dissolved in 
dichlorome thane, washed with IN sodium hydroxide, and 
the organic layer separated and dried (MgS04). 
Evaporation gave a light yellow solid (10.9 g, 83%) m.p. 
73-74°C, which was used without further purification in 
Example 361, step b. 
Analysis for: C8 H6 Br N 04 
Calcd: C, 34.17; H, 1.64; N, 5.69. 
Found: C, 33.92; H, 1.49; N, 5.67. 

Step b) {3-Bromo-4- [3- (dimethyl-amino-methyl) -5H, 11H- 
pyrrolo [2, 1-c] [1, 4]benzodiazepine-10-carbonyl] -phenyl) - 
biphenyl-2-carboxylic acid amide 

The compound of Example 361, step b was 
prepared in substantially the same manner as Example 
357, following the steps b through f. in Example 357 
step b, the product of Example 361, step a, was 
substituted for the product of Example 357, step a. 
Also in Example 357, step b, Raney nickel was 
substituted for palladium on carbon and the reaction 
time increased to 24 hours. The product was obtained as 
a colorless solid, m.p. 138-140°C. 
Analysis for: C35 H31 Br N4 02 
Calcd: C, 67.85; H, 5.04; N, 9.04. 
Found: C, 67.94; H, 5.24; N, 8.84. 

ExamnlP If,? 

, f 3-Bronw-4- H- (4-TPpfhvl-piperazin-] -vimprhvi i-sh.hh- 

PvrrolQ r 2 . 1-cl n ■ 4 1 henznrii n - C arhonvl 1 -nh^nvl 1 - 
biphenvl-2-carboxvlic agjj amide 
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The compound of Example 3 62 was prepared in 
substantially the same manner as described in Example 
357, following the steps b through f. ih Example 357 
step b, the product of Example 361, step a, was 
substituted for the product of Example 357, step a. 
Also in Example 357, step b, Raney nickel was 
substituted for palladium on carbon and the reaction 
time increased to 24 hours. In Example 357, step f, N- 
methylpiperazane was substituted for N,N,N',N'- 
tetramethyldiaminomethane . The product was obtained as 
a colorless solid, m.p. 149-150°C. 
Analysis for: C38 H36 Br N5 0 
Calcd: C, 67.65; H, 5.38; N, 10.38. 
Found: C, 67.28; H, 5.52; N, 10.13. 

Examnle 1f,1 

f3-Chloro-4- (3-momhol in-4-vlmprhvl -5 H.nH-nyrrolor2.l- 
sJ f 1 ■ 4 ] benzodiazepine-! o-carhonvi \ -nhpn v i i -h-mhpm/i 
carboxvlic acid amiri* 
The product from Example 319, (2.07 g, 4 mmol) 
was treated sequentially with morpholine (1.03 g, 12 
mmol), glacial acetic acid (0.72 g, 12 mmol), and 37% 
aqueous formaldehyde (formalin) (4 ml, 50 mmol) in 
methanol (50-75 ml) . After stirring for one hour at 
room temperature, the reaction mixture was diluted with 
dichlorome thane (500 ml), extracted with saturated 
aqueous sodium bicarbonate (200 ml) and water (4 x 200 
ml) and dried (Na2S04). The product was purified 
through a short silica gel plug by gradient elution, 
(ethyl acetate to methanol -ethyl acetate 1:4). The 
appropriate fractions were combined and evaporated in 
vacuo , dissolved in ethyl acetate and filtered, and the 
solvent evaporated in vamn to afford 2.0 g of a 
colorless foam. Trituration with ether and filtration 
afforded, after drying in vanm overnight at 50 "C, 1.7 
g (2.8 mmol, 69%) of the title compound as a colorless 
powder, m.p. 142-145'C. MS (+FAB) , m/z: 639 (M + Na) . 
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Analysis for: C37H33CIN4O3 

Calcd: C, 72.01; H, 5.39; N, 9.08. 

Found: C, 71.03, H, 5.44, N, 8.64. 

Example 364 

f 4 - f 3 - ( 2 -Aminoethvl ) -5H . 1 lH-nvrrol o [ 7 . 1 - r 1 
[ 1 . 4 1 benzodiazepine-10-carbonvl 1 -3 -chloro-phenvl ) - 
biphenvl-2-carboxvlic acid amidfi 
Step a) {3-Chloro-4- [3- (2-nitroethenyl) -5H, 11H- 
pyrrolo [ 2 , 1-c ] [1,4] benzodiazepine-10 -carbony 1 ] -phenyl } - 
biphenyl-2-carboxylic acid amide 

Portionwise over 10 minutes, the product from 
Example 319, (1.5 g, 3 mmol) was added to a stirred 
solution of l-dimethylamino-2-nitroethylene (0.35 g, 3 
mmol) in trif luoroacetic acid (20 ml) at 0'C. After 15 
minutes the reaction was warmed to room temperature, 
poured into cold water, and extracted with ethyl acetate 
(2 x 500 ml) . The combined organic layer was washed 
with saturated aqueous sodium bicarbonate (2 x 250 ml) 
and water (2 x 200 ml), then dried (Na2S04). The 
solvent was evaporated in vacuo to afford 1.5 g (2.5 
mmol, 85% crude yield) of a yellow solid which was used 
without further purification in Example 364, step b. 

Step b) {3-Chloro-4- [3- (2-nitroethyl) -5H, 11H- 
pyrrolo [2 , 1-c] [1, 4] benzodiazepine-10-carbonyl] -phenyl} - 
biphenyl-2-carboxylic acid amide 

A stirred solution of {3-Chloro-4- [3- (2- 
nitroethenyl) -5H, llH-pyrrolo[2, 1-c] [1, 4]benzodiazepine- 
10 -carbonyl] -phenyl } -biphenyl-2-carboxy lie acid amide 
(1.32 g, 3 mmol) in tetrahydrofuran (50 ml) was treated 
at -12 # C over 45 minutes with alternate, portionwise 
additions of sodium borohydride (912 mg, 24 mmol) and 
dropwise additions of methanol (3.20 g, 100 mmol). 
After 15 minutes, the reaction was neutralized to pH 7, 
at 0'C, with a 10% acetic acid solution. The reaction 
mixture was poured into water and extracted with ethyl 
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acetate (2 x 100 ml). The combined organic layer was 
washed with saturated aqueous sodium bicarbonate (Ix) , 
and water (3x) , and dried (Na2S04>, The organic solution 
was filtered through a silica gel plug, and evaporated 
in vacuo to give 1.04 g (1.76 mmol, 59%) of a tan solid. 
The product was purified by flash column chromatography 
on silica gel (100:1, adsorbent -compound ratio), eluting 
with ethyl acetate-hexane (1:3) to afford, after 
evaporation, 1.0 g (1.69 ramol, 56%) of a bright yellow 
amorphous powder, m.p. 245 # C. MS (EI), m/z : 590 (M+) . 
Step c ) { 4 - [ 3 - ( 2 -Amino-ethy 1 ) - 5H , llH-pyrrolo [2,1- 
c] [1, 4]benzodiazepine-10-carbonyl] -3-chloro-phenyl}- 
biphenyl-2-carboxylic acid amide 

A rapidly stirred solution of {3-chloro-4- [3- 
(2-nitroethyl) -5H, llH-pyrrolo [2 , 1-c] [1 , 4] benzodiazepine- 
10-carbonyl] -phenyl} -biphenyl-2-carboxylic acid amide 
(875 mg, 1.48 mmol) in ethanol was treated with four 
equal portions of powdered zinc metal (40 g) , and 
several aliquots of 6N HC1 (15 ml, 90 mmol), and then 
warmed gently. After 15 minutes the zinc was filtered 
and the neutral filtrate evaporate d in vacuo . The 

residue was redissolved in ethyl acetate and the product 
was purified through a short silica gel plug by gradient 
elution filtration, (ethyl acetate to methanol -ethyl 
acetate 1:4). The eluent was evaporated, redissolved in 
ethyl acetate, refiltered, and the solvent evaporated in 
vacuo to yield 500 mg (0.89 mmol, 60%) of an off-white 
solid. Trituration with ether afforded, after drying in 
vacuo overnight at 40 *C, 300 mg (36%) of the title 
compound as a colorless amorphous powder, m.p. 132- 
136'C. MS (+FAB) , m/z: 561 (M + H) . 
Analysis for: C34H29CIN4O2 
Calcd- C, 72.78; H, 5.21; N, 9.99. 
Found: C, 71.63; H, 5.45; N, 9.18. 
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Example 365 

N- T3 - (3-Mer.hoxv-5H. 1QH-Pvr*?n1 n f 5 . 1 - 
cl n , 4 lbenzodiazepine-9-carbonvl) -phenyl 1 -2-pvridin-2- 

yl-benzanude 
The title compound was prepared in 
substantially the same manner as described in Example 
357 steps c through e. In step 357c, 1- (pyridin-2- 
yDbenzoic acid (G. Timari, et.al,, Chem. Ber. 
1992,125,929) was used in place of 2-biphenylcarboxylic 
acid. In step 357e 5H,10H-pyrazolo[5,l- 
c] [1, 4benzodiazepine (L. Cecchi and G. Filacchioni, J. 
Heterocyclic Chem. 1983,20, 871) was used in place of 
10 , ll-dihydro-5H-pyrrolo [2 , 1-c] [1,4] benzodiazepine . The 
title compound was obtained as a pale pink solid (0.23 
g, 37%). MS { +FAB) m/z: 516 (M+H) . 
Analysis for: C31H25N5O3 
Calcd: C, 72.22; H, 4.89; N, 13,58. 
Found: C, 71.47; H, 4.63; N, 12.95. 

Example 366 

N-r3-Chloro-4-(5H.llH-Pvrrolor2.1-cl f 1 , 4 1 benzodiazepine- 

10-carbonvl ) -phenyl! -2-thiophen-2-vl-benzamirie 
Step a) 2-Bromobenzoyl chloride 

To a solution of 2-bromobenzoic acid (1.88 g, 
9.35 mmol) in anhydrous tetrahydrofuran (20 ml), under 
nitrogen, was added 1 drop of dimethyl formamide followed 
by addition of oxalyl chloride (1 ml, 11.4 mmol). The 
mixture was stirred at room temperature until gas 
evolution ceased and then heated to reflux. The 
solution was cooled to room temperature before being 
concentrated in vacuo to produce a golden colored oil 
(1.87 g, 91%) which was used without further 
purification. 

Step b) 2-Bromo-N- [3-chloro-4- (10 , ll-dihydro-5H- 
pyrrolo[2, 1-c] [1, 4]benzodiazepine-10-carbonyl) -phenyl] - 
benzamide 
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To a stirred solution of the product of 10,11- 
dihydro-10- (2-chloro-4-aminobenzoyl) -5H-pyrrolo[2, 1- 
c] [1, 4] benzodiazepine (2.25 g. 6.66 mmol) in dichloro- 
methane (40 ml) , under nitrogen, was added triethylamine 
(1.19 ml, 8.53 mmol). The mixture was cooled to 0°C 
before a solution of 2-bromobenzoyl chloride (1.87 g, 
8.52 mmol) in dichloromethane (20 ml) was added 
dropwise. The cooling bath was removed and stirring 
wascontinued for 14 hours. The reaction mixture was 
poured into water. The organic layer was separated and 
sequentially washed with water, saturated aqueous sodium 
bicarbonate, and water. The organic solution was dried 
(Na2S04) and concentrated in vacuo to yield a pale 
orange foam (2.0 g, 58%). Purif i-cation by flash 
chromatography on silica gel with hexane-ethyl acetate 
(1:1) as the mobile phase resulted in a colorless powder 
(1.39 g, 40%), m.p. 188-189°C. MS (EI) ,m/zi : 519 (M + ) 
Analysis for: C26 H 19BrClN302 + 0.5 H2O 
Calcd: C, 58.93; H, 3.80; N, 7.93. 
Found: C, 59.12; H, 3.62; N, 7.75. 
Step c) N-[3-Chloro-4-(5H,llH-pyrrolo[2,l- 
c] [1, 4] benzodiazepine -10-carbonyl) -phenyl] -2-thiophen- 
2-yl-benzamide 

The 2-bromo-N- [3-chloro-4- (10, ll-dihydro-5H- 
pyrrolo[2,l-c] [1, 4]benzodiazepine-10-carbonyl) -phenyl] - 
benzamide (1.04 g, 2.0 mmol) and thiophene-2-boronic 
acid (0.32 g, 2.4 mmol), and barium hyroxide octahydrate 
(0.88 g, 2.8 mmol) was suspended in ethylene glycol 
dimethyl ether (28.8 ml) and water (4.8 ml). The 
heterogeneous mixture was stirred at room temperature 
and purged with nitrogen for ten minutes before 
bis (triphenylphosphine) palladium (II) chloride (0.17 g, 
0.24 mmol) was added. The reaction was capped with a 
nitrogen balloon and heated in an oil bath at 70°C. 
After 20 hours, additional thiophene-2-boronic acid 
(0.13 g, 1 mmol) was added to the reaction. After 24 
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hours additional bis ( triphenylphosphine) - 
palladium (II) chloride (84 mg, 0.12 mmol) was added to 
the reaction flask. The reaction was cooled to room 
temperature and the mixture was extracted into benzene. 
The combined organic extracts were washed with brine, 
dried (MgS04 ) , filtered and concentrated in vacuo to 
yield a brown solid (1.42 g) . The solid was triturated 
with ethyl acetate and filtered. The filtrate was 
purified by flash chromatography using silica gel with 
hexane-ethyl acetate (1:1) as the mobile phase to afford 
a pale yellow solid (0.59 g, 56%), which was dried under 
vacuum at 78°C for two days, m.p. 132-136°C. MS 
(EI),m/z: 523 (M + ) . 

Analysis for: C30H22CIN3O2S + 0.5 H2O 
Calcd: C, 67.53; H, 4.36; N, 7.88. 
Found: C, 67.53; H, 4.08; N, 7.90. 

Example 357 

carbonvl) -phenyl 1 -2-ovridin-3 -vl-benzamide 
The compound of Example 367 was prepared in 
substantially the same manner as described in Example 3 66 
following the steps 366a and 365b. In Step 366a, 2- 
(pyridin-3-yl) -benzoic acid was substituted for 2- 
bromobenzoic acid. Preparation of 2- (pyridin-3-yl) -benzoic 
acid was carried out in the manner of Timari, et al (Chem. 
Ber. 1992, 125, 929) substituting 3 -bromopyr idine in place of 
2-bromopyridine. The title compound was obtained as an off- 
white powder (0.21 g, 40%) m.p. 155-158°C. 
Analysis for: C31H23CIN4O2 +0.85 H2O 
Calcd: C, 69.68; H, 4.66; N, 10.49. 
Found: C, 69.69; H, 4.70; N, 10.16. 



WO 97/49708 



PCT/US97/10755 



-164- 

Exanrole 3fifl 

N- f 3 -Chi oro-4 - ( 5H , 11 H-ovrrol o f 2 . 1-r 1 r 1 J 1 bg n zaliazfinj f ) - 

carbQnv l )-phenvn-2-Pvridin-4-vi-hpnr a Tn^ 0 
The compound of Example 3 68 was prepared in 
substantially the same manner as described in Example 366 
following steps 366a and 366b. In Step 366a, 2- (pyridin-4- 
yl) -benzoic acid was substituted for 2 -bromobenzoic acid. 
Preparation of 2- (pyridin-4-yl) -benzoic acid was carried out 
in the manner of Timari, et al (Chem. Ber. 1992, 125, 929) 
substituting 4-bromopyridine hydrochloride and an additional 
equivalent of base in place of 2-bromopyridine. The title 
compound was obtained as a pale yellow solid (1.21 g, 53%) 
m.p. 165-168°C. 

Analysis for: C31H23CIN4O2 +0.47 H20 
Calcd: C, 70.59; H, 4.57; N, 10.62. 
Found: C, 70.58; H, 4.50; N, 10.33. 

ExamnlP TfiQ 
N- f 4-(3-Meth0XV-5H. HH-nvT-rnlnr? 1 - 
Cl f 1 . 41 henzodiazenine-1 0-rarbonvl ) -phe n yl 1 -3-nvri rii n-?- 

vl-hen?amSrlA 

Step a) 2-Methoxy-4-[ (2-pyridin-2-ylbenzoyl) amino] 
benzoyl chloride 

To a solution of 2-methoxy-4- [ (2-pyridin-2- 
ylbenzoyl) amino] benzoic acid (0.92 g, 2.64 mmol) in 
anhydrous tetrahydrofuran (25 ml), under nitrogen, was 
added 1 drop of dimethylformamide followed by addition 
of oxalyl chloride (0.28 ml, 3.17 mmol). The mixture 
was stirred at room temperature until gas evolution 
ceased. The solution was concentrated in vamo to 
produce a tan solid (1.16 g) which was used without 
further purification in Example 369 step b. 
Step b) N-[4-(3-Methoxy-5H,llH-pyrrolo[2,l- 
c] [l,4]benzodiazepine-10-carbonyl) -phenyl] -2-pyridin-2- 
yl-benzamide 

To a stirred solution of the product from Reference 
Example 6, 10, ll-dihydro-5H-pyrrolo[2, 1- 
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c] [1,4] benzodiazepine (0.405 g. 2.20 mmol) in dichloro- 
methane (30 ml), under nitrogen, was added triethylamine 
(0.37 ml, 2.64 mmol). The mixture was cooled to 0°C and 
a solution of the crude 2-methoxy-4- [ (2-pyridin-2- 
ylbenzoyl) -amino] benzoyl chloride (1.16g) in 
dichlorome thane (30 ml) was added dropwise. After 5 
hours the reaction mixture was poured into water. The 
organic layer was separated and sequentially washed 
twice with water and aqueous sodium bicarbonate, and 
once with water. The organic solution was dried 
(Na2S04) and concentrated in vacuo to give a marron 

solid (1.1 g, 94%). Purification by flash 
chromatography on silica gel with hexane-ethyl acetate- 
methlyene chloride-methanol (3:6:2:0.5) as a mobile 
phase, followed by concentration in vacuo , resulted in a 
pale purple solid (0.88 g, 76%), m.p. 138-140°C. MS 
(FAB) ,m/z : 515 (M+H) . 
Analysis for: C32H26N4O3 + 0.43 H2O 
Calcd: C, 73.58; H, 5.18; N, 10.73. 
Found: C, 73.59; H, 5.05; N # 10.47. 

Example 37Q 

N-f4-f3-Dimethv;aminQm^thvl-5H,llH-pvrrgl9r2,i-(:1 

pvridin-2-vl-benzamide 
Into a flask equipped with a reflux condenser 
was placed under nitrogen product of Example 369 step b, 
N- [ 4 - ( 3 -methoxy-5H , llH-pyrrolo [2,1- 

c] [1, 4]benzodiazepine-10-carbonyl) -phenyl] -2-pyridin-2- 
yl-benzamide (0.37 g, 0.71 mmol) , N,N,N',N'- 
tetramethyldiaminomethane (0.15 mg # 1.4 mmol), 
paraformaldehyde (85 g, 2.8 mmol), tetrahydrofuran (5 
ml) and methanol (5 ml) . After stirring at room 
temperature for two minutes glacial acetic acid (85m g, 
1.4 mmol) was added. The solution was stirred at room 
temperature for 14 hours. The reaction was concentrated 
in vacuo , redissoived in dichloromethane and washed 
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sequentially with saturated aqueous sodium bicarbonate, 
water, saturated aqueous sodium bicarbonate and water. 
The organic solution was dried (Na2S04) and concentrated 
in vacuo to afford an off-colorless foam (0.39 g, 96%). 
Purification by flash chromatography using silica gel 
with dichloromethane-methanol (9:1) as the mobile phase, 
afforded a colorless foam. The foam was redissolved in 
dichloromethane , filtered through diatomaceous earth, 
concentrated j,n Yflcuo and dried under vacuum at 78°C 
overnight to afford an off-white solid (0.24 g, 59%), 
m.p. 132-134°C (dec) . 
Analysis for: C35H33N5O3 + 0.89 H2O 
Cald'd: C, 71.53; H, 5.97; N, 11.92. 
Found: C, 71.52; H, 5.63; N, 11.89. 

ExamnlP ?71 

K-r3-PrQmo-4-(5H.nH-nvrrn1nr9.l-r. 1 ri.41hPn y »^ a ^r 1< .- 

lP-c?rbgnv3) -Phenyl! -2 -nvridin-^-vi-hpnr^^ ^ 
Step a) 2- (Pyridin-2-yl) benzoyl chloride 

A solution of 2- (pyridin-2-yl) benzoic acid 
(2.85 g, 14.3 mmol) in dry tetrahydrofuran (20 ml) was 
treated with 1 drop of dimethyl formamide followed by 
oxalyl chloride (1.5 ml, 17.1 mmol) in dry 
tetrahydrofuran (5 ml) . when the gas evolution ceased 
the mixture was heated to reflux for 5 minutes, cooled 
to room temperature and concentrate d in vanm to a 
bright yellow solid. The solid was slurried with 
tetrahydrofuran (20 ml) and reconcentrated. The crude 
acid chloride was used in the next step without further 
purification. 

Step b) Methyl 2-Bromo-4- [ (2-pyridin-2-yl- 
benzoyl) amino] benzoate 

A slurry of 2- (pyridin-2-yl) benzoyl chloride 
in dichloromethane {20 ml) was added to a solution of 
methyl 2-bromo-4-amino benzoate (3 g, 13 mmol) and 
triethylamine (2.5 ml, 18 mmol) in dichloromethane (50 
ml) which was cooled to 0°C. Stirring at room 
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temperature was maintained for 4 hours. The reaction 

was quenched with 20% acetic acid, wash sequentially 

with saturated aqueous sodium bicarbonate, water then 

saturated brine solution. The solution was dried 

(MgS04), filtered and concentrated in vacuo to give 

5*23 g (97%) of a colorless foam. MS (+FAB) m/z: 

411/413 (M+HJ+. 

Analysis for: C20Hl5BrN2O3 

Calcd: C, 58.41; H f 3.68; N, 6.81. 

Found: C, 57.73; H, 3.66; N, 6.54. 

Step c) 2-Bromo-4- [ (2-pyridin-2-yl- 

benzoyl) amino] benzoic acid 

A solution of methyl 2-bromo-4- [ (2-pyridin-2- 
yl-benzoyl) amino ]benzoate in methanol (100 ml) was 
treated with IN sodium hydroxide (15 ml, 1.2 eq) . The 
solution was warmed to reflux for 3.5 hours and 
additional IN sodium hydroxide was added (10.4 ml., 2 eq 
total) . Reflux was maintained for 2 additional hours 
and the reaction was stirred at room temperature 
overnight. The sample was concentrated in vacuo to a 
syrup and diluted with water. The aqueous solution was 
washed with ethyl acetate and the aqueous layer was 
adjusted to a pH of 4.5-5 with acetic acid. The product 
was precipitated, filtered and air dried to give a tan 
solid (4.43 g, 87%). MS (EI) m/z: 397/399 (M+) . 
Step d) 2-Bromo-4- [ (2-pyridin-2-yl-benzoyl) amino] 
benzoyl chloride 

To a solution of 2-bromo-4- [ (2-pyridin-2-yl- 
benzoyl) amino] benzoic acid (1.4 g, 3.52 mmol) in 
anhydrous tetrahydrofuran (25 ml), under nitrogen, was 
added 1 drop of dimethylf ormaraide followed by the 
addition of oxalyl chloride (0.37 ml, 4.23 mmol) . The 
mixture was stirred at room temperature until gas 
evolution ceased and then heated to reflux for 15 
minutes. The reaction mixture was cooled to room 
temperature and concentrated in vacuo to produce a tan 
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solid (1.385g. 95%) which was used without further 
purification. 

Step e) N-[3-Bromo-4-(5H,llH-pyrrolo[2,l-c] [1,4] 
benzodiazepine-10-carbonyl) -phenyl] -2-pyridin-2-yl- 
benzamide 

To a stirred solution of the product from 
Reference Example 6, 10, ll-dihydro-5H-pyrrolo [2 , 1- 
c] [1.4] benzodiazepine (0.54 g. 2.93 mmol) in dichloro- 
methane (35 ml), under nitrogen, was added triethylamine 
(0.49 ml, 3.52 mmol). The mixture was cooled to 0°C 
before a suspension of the crude 2-bromo-4- [ (2-pyridin- 
2 -ylbenzoyl) amino] benzoyl chloride (1.4g) in 
dichloromethane (5 ml) was added dropwise. After the 
addition was complete, the reaction mixture was allowed 
to warm to room temperature. After 18 hours the 
reaction mixture was poured into water and sequentially 
washed with water, saturated aqueous sodium bicarbonate, 
twice with 10% aqueous acetic acid, once with saturated 
aqueous sodium bicarbonate and once with water. The 
organic solution was dried (Na2S04), filtered and in 
V3CUP to yield a dark purple foam (1.73 g) . 
Purification by flash chromatography on silica gel with 
hexane-ethyl acetate (1:2) as the mobile phase, followed 
bv,_,concentration in vacuo, resulted in a colorless solid 
(1.23 g, 75%), m.p. 227.5-229°C. MS <ESI),m/z : 563 
(M + ) . 

Analysis for: C3iH23BrN402 

Calcd: C, 66.08; H, 4.11; N, 9.94. 

Found: C, 65.84; H, 3.86; N, 9.85. 
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Piping A5??Y KQ Rflv H5P3tj<; BggSBfcSES 

Rat liver plasma membranes expressing the 
vasopressin Vi receptor subtypes are isolated by sucrose 
density gradient according to the method described by 
Lesko et al, (1973). These membranes are quickly sus- 
pended in 50.0 mM Tris.HCl buffer, pH 7.4, containing 
0.2% bovine serum albumin (BSA) and 0.1 mM phenylmethyl- 
sulfonylfluoride (PMSF) and kept frozen at -70°C until 
used in subsequent binding experiments. For binding 
experiments, the following is added to the wells of a 
ninety-six well format microtiter plate: 100 |il of 100.0 

mM Tris.HCl buffer containing 10.0 mM MgCl2, 0.2% heat 
inactivated BSA and a mixture of protease inhibitors: 
leupeptin, 1.0 mg %; aprotinin, 1.0 mg %; 1,10-phen- 
anthroline, 2.0 mg %; trypsin inhibitor, 10.0 mg % and 
0.1 mM PMSF, 20.0 p.1 of [phenylalanyl-3 , 4 , 5 , - 3 H] vaso- 
pressin (S.A. 45.1 Ci/mmole) at 0.8 nM, and the reaction 
initiated by the addition of 80 jil of tissue membranes 
containing 20 \ig of tissue protein. The plates are kept 
undisturbed on the bench top at room temperature for 120 
min. to reach equilibrium. Non-specific samples are 
assayed in the presence of 0.1 |4M of the unlabeled 
antagonist phenylalanylvasopressin, added in 20.0 |il 

volume. For test compounds, these are solubilized in 
50% dimethylsulfoxide (DMSO) and added in 20.0 \il volume 
to a final incubation volume of 200 |il. Upon completion 
of binding, the content of each well is filtered off, 
using a Brandel® cell Harvester (Gaithersburg, MD) . The 
radioactivity trapped on the filter disk by the ligand- 
receptor complex is assessed by liquid scintillation 
counting in a Packard LS Counter, with an efficiency of 
65% for tritium. The data are analyzed for IC50 values 
by the LUNDON-2 program for competition (LUNDON 
SOFTWARE , OH) . 
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Binding AfiSW to Rat Kidnev Medullary Vo Receptnrs 

Medullary tissues from rat kidneys are 
dissected out, cut into small pieces and soaked in a 
0.154 mM sodium chloride solution containing 1.0 mM EDTA 
with many changes of the liquid phase, until the solu- 
tion is clear of blood. The tissue is homogenized in a 
0.25 M sucrose solution containing 1.0 mM EDTA and 0.1 
mM PMSF using a Potter-Elvehjem homogenizer with a 
teflon pestle. The homogenate is filtered through 
several layers (4 layers) of cheese cloth. The filtrate 
is rehomogenized using a dounce homogenizer, with a 
tight fitting pestle. The final homogenate is centri- 
fuged at 1500 x g for 15 min. The nuclear pellet is 
discarded and the supernatant fluid recentrifuged at 
40,000 x g for 30 min. The resulting pellet formed 
contains a dark inner part with the exterior, slightly 
pink. The pink outer part is suspended in a small 
amount of 50.0 mM Tris.HCl buffer, pH 7.4. The protein 
content is determined by the Lowry's method (Lowry et 
al, J. Biol. Chem., 1953). The membrane suspension is 
stored at -70°C, in 50.0 mM Tris.HCl, containing 0.2% 
inactivated BSA and 0.1 mM PMSF in aliguots of 1.0 ml 
containing 10.0 mg protein per ml of suspension until 
use in subsequent binding experiments. 

For binding experiments, the following is 
added in \il volume to wells of a 96 well format of a 
microtiter plate: 100.0 \il of 100.0 mM Tris.HCl buffer 
containing 0.2% heat inactivated BSA, 10.0 mM MgCl2 and 
a mixture of protease inhibitors: leupeptin, 1.0 mg %; 
aprotinin, 1.0 mg %; 1 , 10-phenanthroline, 2.0 mg %; 
trypsin inhibitor, 10.0 mg % and 0.1 mM PMSF, 20.0 |il of 
[ 3 H] Arginine 8 , vasopressin (S.A. 75.0 Ci/mmole) at 0.8 
nM and the reaction initiated by the addition of 80.0 ^1 
of tissue membranes (200.0 jig tissue protein). The 
plates are left undisturbed on the bench top for 120 
min. to reach equilibrium. Non-specific binding is 
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assessed in the presence of 1.0 |XM of unlabeled ligand, 
added in 20 jxl volume. For test compounds, these are 

solubilized in 50% dimethylsulf oxide (DMSO) and added in 
20.0 |il volume to a final incubation volume of 200 jil. 

Upon completion of binding, the content of each well is 
filtered off, using a Brandel® cell Harvester 
(Gaithersburg, MD) . The radioactivity trapped on the 
filter disk by the ligand-receptor complex is assessed 
by liquid scintillation counting in a Packard LS 
Counter, with an efficiency of 65% for tritium. The 
data are analyzed for IC50 values by the LUNDON-2 
program for competition (LUNDON SOFTWARE, OH) . The 
results of this test on representative compounds of this 
invention are shown in Tables 1, 2 and 3. 
Radioligand Binding Experiments with Human Platelet 
Membranes 

Platelet Source: Hudson Valley Blood Services, 
Westchester Medical Center, Valhalla, NY. 
Platelet Membrane Preparation: 

Frozen platelet rich plasma (PRP), received 
from the Hudson Valley Blood Services, are thawed to 
room temperature. The tubes containing the PRP are 
centrifuged at 16,000 x g for 10 min. at 4°C and the 
supernatant fluid discarded. The platelets resuspended 
in an equal volume of 50.0 mM Tris.HCl, pH 7.5 con- 
taining 120 mM NaCl and 20.0 mM EDTA. The suspension is 
recentrifuged at 16,000 x g for 10 min. This washing 
step is repeated one more time. The wash discarded and 
the lysed pellets homogenized in low ionic strength 
buffer of Tris.HCl, 5.0 mM, pH 7.5 containing 5.0 mM 
EDTA. The homogenate is centrifuged at 39,000 x g for 
10 min. The resulting pellet is resuspended in Tris.HCl 
buffer, 70.0 mM, pH 7.5 and recentrifuged at 3 9,000 x g 
for 10 min. The final pellet is resuspended in 50.0 mM 
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Tris.HCl buffer pH 7.4 containing 120 mM NaCl and 5.0 mM 
KC1 to give 1.0-2.0 mg protein per ml of suspension. 
Binding to Vasopressin V| receptor subt y pe in wmnap 
Platelet Membranes- 

In wells of 96 well format microti ter plate, 
add 100 \il of 50.0 mM Tris.HCl buffer containing 0.2% 

BSA and a mixture of protease inhibitors (aprotinin, 
leupeptin etc.). Then add 20 \il of [ 3 H]Ligand (Manning 
or Arg 8 Vasopressin) , to give final concentrations 
ranging from 0.01 to 10.0 nM. Initiate the binding by 
adding 80.0 (il of platelet suspension (approx. 100 ^g 
protein). Mix all reagents by pipetting the mixture up 
and down a few times. Non specific binding is measured 
in the presence of 1.0 pM of unlabeled ligand (Manning 
or Arg 8 Vasopressin) . Let the mixture stand undisturbed 
at room temperature for ninety (90) min. Upon this 
time, rapidly filter off the incubate under vacuum 
suction over GF/B filters, using a Brandel® Harvester. 
Determine the radioactivity caught on the filter disks 
by the addition of liquid scintillant and counting in a 
liquid scintillator. 

Binding to Membranes of Mouse Fibroblast o n Lin* (t,v- 

2^ Transacted With the cDNA Expressing rhP Human V 2 
Vasopressin Receptor 
Membrane Preparation 

Flasks of 175 ml capacity, containing attached 
cells grown to confluence, are cleared of culture medium 
by aspiration. The flasks containing the attached cells 
are rinsed with 2x5 ml of phosphate buffered saline 
(PBS) and the liquid aspirated off each time. Finally, 
5 ml of an enzyme free dissociation Hank l s based 
solution (Specialty Media, Inc., Lafayette, NJ) is added 
and the flasks are left undisturbed for 2 min. The 
content of all flasks is poured into a centrifuge tube 
and the cells pelleted at 300 x g for 15 min. The 
Hank's based solution is aspirated off and the cells 
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homogenized with a polytron at setting #6 for 10 sec in 
10.0 mM Tris.HCl buffer, pH 7.4 containing 0.25 M 
sucrose and 1.0 mM EDTA. The homogenate is centrifuged 
at 1500 x g for 10 min to remove ghost membranes. The 
supernatant fluid is centrifuged at 100,000 x g for 60 
min to pellet the receptor protein. Upon completion, 
the pellet is resuspended in a small volume of 50.0 mM 
Tris.HCl buffer, pH 7.4. The protein content is 
determined by the Lowry method and the receptor 
membranes are suspended in 50.0 mM Tris.HCl buffer 
containing 0.1 mM phenylmethylsulfonyl fluoride (PMSF) 
and 0.2% bovine serum albumin (BSA) to give 2.5 mg 
receptor protein per ml of suspension. 

Receptor Sinking 

For binding experiments, the following is 
added in jil volume to wells of a 96 well format of a 
microtiter plate: 100.0 \il of 100.0 mM Tris.HCl buffer 
containing 0,2% heat inactivated BSA, 10.0 mM MgCl2 and 
a mixture of protease inhibitors: leupeptin, 1.0 mg %; 
aprotinin, 1.0 mg %; 1, 10-phenanthroline, 2.0 mg %; 
trypsin inhibitor, 10.0 mg % and 0.1 mM PMSF, 20.0 |xl of 

[ 3 H] Arginine 8 , vasopressin (S.A. 75.0 Ci/mmole) at 0.8^ 
nM and the reaction initiated by the addition of 80.0 (il 
of tissue membranes (200.0 ^g tissue protein). The 
plates are left undisturbed on the bench top for 120 min 
to reach equilibrium. Non specific binding is assessed 
in the presence of 1.0 \m of unlabeled ligand, added in 
20 |il volume. For test compounds, these are solubilized 
in 50% dimethylsulf oxide (DMSO) and added in 20.0 Jil 
volume to a final incubation volume of 200 |xl . Upon 
completion of binding, the content of each well is 
filtered off, using a Brandel® cell Harvester 
(Gaithersburg, MD) . The radioactivity trapped on the 
filter disk by the ligand-receptor complex is assessed 
by liquid scintillation counting in a Packard LS 
Counter, with an efficiency of 65% for tritium. The 
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data are analyzed for IC50 values by the LUNDON-2 
program for competition (LUNDON SOFTWARE, OH) . 

Ocytocin Receptor Binding 

(a) Membrane Preparation 

Female Sprague-Dawley rats weighing approxi- 
mately 200-250 g are injected intramuscularly (i.m.) 
with 0.3 mg/kg of body weight of diethylstilbestrol 
(DESK The rats are sacrificed 18 hours later under 
pentobarbital anesthesia. The uteri are dissected out, 
cleaned of fat and connective tissues and rinsed in 50 
ml of normal saline. The tissue pooled from six rats is 
homogenized in 50 ml of 0.01 mM Tris.HCl, containing 0.5 
mM dithiothreitol and 1.0 mM EDTA, adjusted to pH 7.4, 
using a polytron at setting 6 with three passes of 10 
sec each. The homogenate is passed through two (2) 
layers of cheesecloth and the filtrate centrifuged at 
1000 x g for 10 min. The clear supernatant is removed 
and recentrifuged at 155,000 x g for 30 min. The re- 
sulting pellet containing the oxytocin receptors is 
resuspended in 50.0 mM Tris.HCl containing 5 . 0 mM MgCl2 
at pH 7.4, to give a protein concentration of 2.5 mg/ml 
of tissue suspension. This preparation is used in sub- 
sequent binding assays with [ 3 H] Oxytocin. 

(b) Radioligand Binding 

Binding of 3 , 5- [ 3 H]Oxytocin ([ 3 H]OT) to its 
receptors is done in microtiter plates using [ 3 H]OT, at 
various concentrations, in an assay buffer of 50.0 mM 
Tris.HCl, pH 7.4 and containing 5.0 mM MgCl2, and a 
mixture of protease inhibitors: BSA, 0.1 mg; aprotinin, 
1.0 mg; 1, 10-phenanthroline, 2.0 mg; trypsin, 10.0 mg; 
and PMSF, 0.3 mg per 100 ml of buffer solution. Non- 
specific binding is determined in the presence of 1.0 uM 
unlabeled OT. The binding reaction is terminated after 
60 min. , at 22°C, by rapid filtration through glass 
fiber filters using a Brandel® cell harvester (Bio- 
medical Research and Development Laboratories, Inc., 
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Gaithersburg, MD) . Competition experiments are con- 
ducted at equilibrium using 1.0 nM [ 3 H]OT and varying 
the concentration of the displacing agents. The 
concentrations of agent displacing 50% of [^H]0T at its 
sites (IC50) are calculated by a computer assisted 
LUNDON-2 program (LUNDON SOFTWARE INC., Ohio, USA). 

The results of this assay on representative 
examples are shown in Table 4. 

When the compounds are employed for the above utility, 
they may be combined with one or more pharmaceutically 
acceptable carriers, for example, solvents, diluents and 
the like, and may be administered orally in such forms 
as tablets, capsules, dispersible powders, granules, or 
suspensions containing, for example, from about 0.05 to 
5% of suspending agent, syrups containing, for example, 
from about 10 to 50% of sugar, and elixirs containing, 
for example, from about 20 to 50% ethanol, and the like, 
or parenterally in the form of sterile injectable 
solution or suspension containing from about 0.05 to 5% 
suspending agent in an isotonic medium. Such 
pharmaceutical preparations may contain, for example, 
from about 0.05 up to about 90% of the active ingredient 
in combination with the carrier, more usually between 
about 5% and 60% by weight. 

The effective dosage of active ingredient 
employed may vary depending on the particular compound 
employed, the mode of administration and the severity of 
the condition being treated. However, in general, 
satisfactory results are obtained when the compounds of 
the invention are administered at a daily dosage of from 
about 0.5 to about 500 mg/kg of animal body weight, 
preferably given in divided doses two to four times a 
day, or in sustained release form. For most large 
mammals the total daily dosage is from about 1 to 100 
mg, preferably from about 2 to 80 mg. Dosage forms 
suitable for internal use comprise from about 0.5 to 500 
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mg of the active compound in intimate admixture with a 
solid or liquid pharmaceutical^ acceptable carrier. 
This dosage regimen may be adjusted to provide the 
optimal therapeutic response. For example, several 
divided doses may be administered daily or the dose may 
be proportionally reduced as indicated by the exigencies 
of the therapeutic situation. 

These active compounds may be administered 
orally as well as by intravenous, intramuscular, or 
subcutaneous routes. Solid carriers include starch, 
lactose, dicalcium phosphate, microcrystalline cellu- 
lose, sucrose and kaolin, while liquid carriers include 
sterile water, polyethylene glycols, non-ionic surfact- 
ants and edible oils such as corn, peanut and sesame 
oils, as are appropriate to the nature of the active 
ingredient and the particular form of administration 
desired. Adjuvants customarily employed in the pre- 
paration of pharmaceutical compositions may be advan- 
tageously included, such as flavoring agents, coloring 
agents, preserving agents, and antioxidants, for 
example, vitamin E, ascorbic acid, BHT and BHA. 

The preferred pharmaceutical compositions from 
the standpoint of ease of preparation and administration 
are solid compositions, particularly tablets and hard- 
filled or liquid-filled capsules. Oral administration 
of the compounds is preferred. 

These active compounds may also be adminis- 
tered parenterally or intraperitoneally . Solutions or 
suspensions of these active compounds as a free base or 
pharmacologically acceptable salt can be prepared in 
water suitably mixed with a surfactant such as hydroxy- 
propylcellulose. Dispersions can also be prepared in 
glycerol, liquid polyethylene glycols and mixtures 
thereof in oils. Under ordinary conditions of storage 
and use, these preparation contain a preservative to 
prevent the growth' of microorganisms . 
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The pharmaceutical forms suitable for in- 
jectable use include sterile aqueous solutions or dis- 
persions and sterile powders for the extemporaneous 
preparation of sterile injectable solutions or disper- 
sions. In all cases, the form must be sterile and must 
be fluid to the extent that easy syringability exists. 
It must be stable under the conditions of manufacture 
and storage and must be preserved against the contam- 
inating action of microorganisms such as bacteria and 
fungi. The carrier can be a solvent or dispersion 
medium containing, for example, water, ethanol, polyol 
(e.g., glycerol, propylene glycol and liquid poly- 
ethylene glycol), suitable mixtures thereof, and 
vegetable oils. 
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Table 1 

Binding Assay r.O Rat Hepatic Vl Recentors anri Rar T^rh-^y 

Medullary V2 Receptors nr *Binriinrr m Vj _ Recent- nr 
Subtype in Human Platelet and "BinrHnrr to MgmhranPQ nf 

Mouse Fibroblast Cell Line ii.v-7) Tranc fect-eri wit-h i-ft o 
CDNA Expressing thp Human Vo Rprpnrnr 

N NH-R 
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H 


CI 

-CO-^KF 


0.006 


0.0011 
**0.0009 


261 


c 


H 


-CH2CH(CH3)2 


89% at 
10 |IM 


55% at 
10 UM 
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TabJe. 1A 

Binding Assay to Rar. Henatir- v± Rerpnrnrs and Rat KJrtngy 

Medullary V? Recentors or •Binding tn vj _ Recentor 
Subtype in Human Platelet and »*RinHinrr m MernhT-anog 
Mouse Fibroblast Cell Line n,v-7) T7 - an ^ fprr ed wirh rhp 
CDNA Expressing the Human V 2 BgCgBfcflr, 




Ex. No. 


X 


R 


vi 

IC50(^M) 


V2 

IC50(UM) 


341 


H 


0 

1 l N 


0.02 


0.004 


327 


H 


0 C , H 3 


0.35 


0.028 


347 


H 


0 

II 

C-C(CH 3 ) 2 -OH^J>-a 


0.18 


0.42 


328 


Cl 


0 V 3 


3.3 


0.019 
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Ex. No. 


X 


R 


! Vl 
ieso(nM) 


V2 
IC50(^M) 


324 

- 


H 


- C ~\_/ 


0.42 


0.12 


333 


H 


0 ci 

■ c \=/ 


0.25 


0.41 


338 


H 


0 N(CH 3 ) 2 


0.037 


0.0048 


332 


H 1 


N(CH 3 ) 2 
- C A3 "HCI 


0.031 


0.0034 


337 


K 


CH 3 
1 


1.3 


0.65 


331 


H 


1 

• c "0 ' hci 


87% at 
10 |1M 


43% at 
1 \m 
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EX. No. 


X 


R 


vi 

IC50(MM) 


v 2 

IC50(HM) 


336 


H 


0 

■ C "P 
0 


99% at 
1 |1M 


69% at 

1 MM 


334 


H 


0 

II / — \ 

• ! -p 

NH 
1 

CH 3 


15% at 
1 |iM 


79% at 
1 |IM 


339 


H 


0 

O 


41% at 
1 JIM 


55% at 

1 (1M 


346 


H 


n 

CI 


44% at 
10 (IM 


76% at 
10 |IM 
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Ex. No. 


X 


R 


Vl 
IC50(MM) 


V2 

IC50(MM) 


326 


CI 


0 

" c \ / 


41% at 
10 |iM 


91% at 
10 |IM 


Tin 
319 


CI 


0 


0.016 


0.0015 


320 


H 


o 


0.0034 


0.0026 


321 


H 




0.018 


0.0051 


322 


CI 


4p 


0.67 


0.011 


33 5 


H 


NH(CH 2 ) 3 N(CH 3 ) 2 


*100% at 
1 |IM 


60% at 
1 |1M 
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Table 2 

Binding Assay to Bat Henatic v 1 Bficgptar s and Rat- Ki^gy 

Medullary V? Receptors or *BinrHnrr t-n R erPn tor 
Subtype in Human Plat-Plot- and »»Bin dincr ro Mpmhranpg nf 
MQUSe Fibroblast Cell Line (LV-2) Tran s ferred w-i rfr r fto 
cDNA Exnresginrr l-he Human RagfiBtflT 
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1 1 § 1 ill! .-si^hairS* -lll^^^p 


^^^^^^^^ 




130 


N 

CH 3 


98% at 
10 HM 


92% at 
10 MM 


134 


Kl M >V 

0 ^ S C^NHC0-^3 

F 


23% at 
10 \m 


94% at 
10 MM 
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Table 1 

Binding Assay to Rat Hepatic Vj_ Ro r eptors and Rat Kidney 

Medullary V£ Receptors or »ainriint> tn Vj _ Receptor 
Subtype in Human Platelet: and *»Rindina to MPtnhratiPn of 
Mouse Fibroblast Cell Line (LV-21 T ransferred with the 
cDNA Expressing the Human Vo Receptor 

CH 2 N(CH 3 ) 2 



N NH 











'IC56 oau 


133 


H 


0CH 3 

-CO — ^~\-0CH 3 
CCH3 


*11% at 

10 |!M 


21% at 
10 |IM 


120 


H 


-co-hQ 

F 


99 


33 
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Table 4 
Oxytocin Binding Assay 



Ex . No . 


Dose <|1M) 


% Inhibit* ion 


ICsn (UM) 


1 


10 


92 


0 20 


5 


10 


93 




344 


1 


58 
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1 fi 


i no 
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a A C £ 
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98 


0.38 


171 
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1 . 1 
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10 
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10 


66 




6 


1 


ft n 
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0 . 14 
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0 . 15 
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89 
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o o o 
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ft C 1 
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10 


57 




134 


1 
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341 


1 


74 
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1 


56 




347 


10 
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10 1 


85 


0.57 


324 


1 


45 I 




333 


10 


98 


0.88 


338 


10 


98 
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332 


10 


98 


0.83 


337 


i 


16 




331 


i 


13 




336 


10 


94 


1.63 


334 


1 


5 




339 


10 


48 


8.56 


346 


1 


0 




326 


1 


0 




352 


1.25 


96 


0.105 


348 


10 


95 


0.71 


350 


10 


95 j 


0.205 


240 


10 


98 


0.61 


329 


10 


91 ; 


0.19 


330 


10 


93 


0.99 


353 


10 


83 


2.05 


43 


10 


99 


0.92 ! 


351 


1 


o '■ 




354 


1 


7 




14 


10 


96 


0.58 


18 


5 


97 1 


0.31 



Effects on the Antagonism of Endogenous Arginine 
Vasopressin Antidiuretic (V2) Response in Conscious Rats 
with Free Access to Water Drinking Before but not During 
the Experiment: 

Male or female normotensive Sprague-Dawley rats 
(Charles River Laboratories, Inc., Kingston, NY) of 400- 
450 g body weight were supplied with Laboratory Rodent 
Feed #5001 (PMI Feeds, inc., Richmond, IN) and water ad 
libitum. On the day of test, rats were placed indivi- 
dually into metabolic cages equipped with stainless 
steel screens (to separate the feces from the urine) and 
funnels for collection of urine. Vehicle or reference 
agent was given at various oral doses. During the test, 
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rats were not provided with water or food. Urine was 
collected for four hours after dosing of the test 
compound. At the end of four hours, urine volume was 
measured. Urinary osmolality was determined using a 
5 Fiske One-Ten Osmometer (Fiske Associates, Norwood, MA 
02062) or an Advanced CRYOMATIC Osmometer, Model 3C2 
(Advanced Instruments, Norwood, MA). Determinations of 
Na + , K + and Cl~ ion were carried out using ion specific 
electrodes in a Beckman SYNCHRON EL-ISE Electrolyte 
10 System analyzer. In the following results, increased 
urine volume and decreased osmolality relative to AV?- 
control indicates activity. The results of this test on 
representative compounds of this invention are shown in 
Table 5. 
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TABLE 5 

Rat Urine Volume Data and Binding Assay to Membranes of Mouse 
5 Fibroblast Cell Line ( LV-2) Trans fected with the cDNA Expressing 

the Human V2 Receptor 

Example Number Urine Volume Vasopressin Binding 

!0 (ml/4 hrs) Human V2 Receptor 

10 mg/kg rat p.o. nM 



15 



20 



25 



30 



355 


36.0 


7.5 


356 


41 


1.6 


357 


41.5 


36.9 


357e 


21 


1.6 


358 


34.2 


7 


359 


24.5 




360 


40.5 


5.6 


361 


36.5 


6.8 


3 62 


34.1 


2.1 


3 63 


31 




364 






365 


39.8 




366 


24.6 


1 


367 


15.0 


2.7 


368 


10.1 


72.3 


369 


27.5 


2 


370 


32 


231 


371 


26.3 





♦Volume of urine produced in a 4 hour time perion bv the oral 
35 administration of 10 mg/kg dose to rats. 
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The compounds of the present invention can be 
used in the form of salts derived from pharmaceutical^ 
or physiologically acceptable acids or bases. These 
salts include, but are not limited to, the following: 
5 salts with inorganic acids such as hydrochloric acid, 
sulfuric acid, nitric acid, phosphoric acid and, as the 
case may be, such organic acids as acetic acid, oxalic 
acid, succinic acid, and maleic acid. Other salts 
include salts with alkali metals or alkaline earth 

10 metals, such as sodium, potassium, calcium or magnesium 
or with organic bases. The compounds can also be used 
in the form of esters, carbamates and other conventional 
"pro-drug" forms, which, when administered in such form, 
convert to the active moiety jjj vivo . 

15 When the compounds are employed for the above 

utilities, they may be combined with one or more 
pharmaceutical^ acceptable carriers, for example, sol- 
vents, diluents and the like, and may be administered 
orally in such forms as tablets, capsules, dispersible 

20 powders, granules, or suspensions containing, for exam- 
ple, from about 0.05 to 5% of suspending agent, syrups 
containing, for example, from about 10 to 50% of sugar, 
and elixirs containing, for example, from about 20 to 
50% ethanol, and the like, or parenterally in the form 

25 of sterile injectable solutions or suspensions contain- 
ing from about 0.05 to 5% suspending agent in an 
isotonic medium. Such pharmaceutical preparations may 
contain, for example, from about 25 to about 90% of the 
active ingredient in combination with the carrier, more 

30 usually between about 5% and 60% by weight. 

The effective dosage of active ingredient 
employed may vary depending on the particular compound 
employed, the mode of administration and the severity of 
the condition being treated. However, in general, 

35 satisfactory results are obtained when the compounds of 
the invention are administered at a daily dosage of from 
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about 0.5 to about 500 mg/kg of animal body weight, 
preferably given in divided doses two to four times a 
day, or in a sustained release form. For most large 
mammals the total daily dosage is from about 1 to 100 
5 mg, preferably from about 2 to 80 mg. Dosage forms 
suitable for internal use comprise from about 0.5 to 
500 mg of the active compound in intimate admixture with 
a solid or liquid pharmaceutically acceptable carrier. 
This dosage regimen may be adjusted to provide the 

10 optimal therapeutic response. For example, several 

divided doses may be administered daily or the dose may 
be proportionally reduced as indicated by the exigencies 
of the therapeutic situation. 

These active compounds may be administered 

15 orally as well as by intravenous, intramuscular, or sub- 
cutaneous routes. Solid carriers include starch, lac- 
tose, dicalcium phosphate, microcrystalline cellulose, 
sucrose and kaolin, while liquid carriers include 
sterile water, polyethylene glycols, non-ionic surfac- 

20 tants and edible oils such as corn, peanut and sesame 

oils, as are appropriate to the nature of the active in- 
gredient and the particular form of administration de- 
sired. Adjuvants customarily employed in the prepara- 
tion of pharmaceutical compositions may be advan- 

25 tageously included, such as flavoring agents, coloring 
agents, preserving agents, and antioxidants, for 
example, vitamin E, ascorbic acid, BHT and BHA. 

The preferred pharmaceutical compositions from 
the standpoint of ease of preparation and administration 

30 are solid compositions, particularly tablets and hard- 
filled or liquid-filled capsules. Oral administration 
of the compounds is preferred. 

These active compounds may also be adminis- 
tered parenterally or intraperitoneally . Solutions or 

35 suspensions of these active compounds as a free base or 
pharmacologically acceptable salt can be prepared in 
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water suitably mixed with a surfactant such as hydrox- 
ypropylcellulose. Dispersions can also be prepared in 
glycerol, liquid, polyethylene glycols and mixtures 
thereof in oils. Under ordinary conditions of storage 
5 and use, these preparations contain a preservative to 
prevent the growth of microorganisms. 

The pharmaceutical forms suitable for in- 
jectable use include sterile aqueous solutions or dis- 
persions and sterile powders for the extemporaneous 

10 preparation of sterile injectable solutions or disper- 
sions. In all cases, the form must be sterile and must 
be fluid to the extent that easy syringability exits. 
It must be stable under conditions of manufacture and 
storage and must be preserved against the contaminating 

15 action of microorganisms such as bacterial and fungi. 
The carrier can be a solvent or dispersion medium con- 
taining, for example, water, ethanol (e.g., glycerol, 
propylene glycol and liquid polyethylene glycol), 
suitable mixtures thereof, and vegetable oil. 

20 The new tricyclic non-peptide vasopressin 

antagonists of this invention are useful in treating 
conditions where decreased vasopressin levels are 
desired, such as in congestive heart failure, in disease 
conditions with excess renal water reabsorption and in 

25 conditions with increased vascular resistance and 
coronary vasoconstriction. 

in particular, the vasopressin antagonists of 
this invention are therapeutically useful in the 
treatment and/or prevention of hypertension, cardiac 

30 insufficiency, coronary vasospasm, cardiac ischemia, 
renal vasospasm, liver cirrhosis, congestive heart 
failure, nephritic syndrome, brain edema, cerebral 
ischemia, cerebral hemorrhage- stroke, thrombosis- 
bleeding and abnormal states of water retention. 

35 In particular, the oxytocin antagonists of 

this invention are useful in the prevention of preterm 
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of infant health problems 
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which is a significant cause 
and infant mortality. 
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What is claimed is: 

1- The compound {3-Chloro-4- [3- 
dimethylaminomethyl)-5H,llH-pyrrolo- [2, 1-c] [1,4]- 
benzodiazepine-10-carbonyl] -phenyl} -biphenyl-2-carboxylic 
acid amide or a pharmaceutically acceptable salt, ester or 
prodrug form thereof. 

2. The compound {3-Chloro-4- [3- (4-methylpiperazin- 
1-ylme thyl ) 5H, llH-pyrrolo [2 , 1-c] [ 1 , 4 ] benzodiazepine-10- 
carbonyl) ] -phenyl }-bipheny 1-2 -carboxylic acid amide or a 
pharmaceutically acceptable salt, ester or prodrug form 
thereof. 

3. The compound [4- (3-Dimethylaminomethyl-5H, 11H- 
pyrrolo [ 2 , 1-c ] - [ 1 , 4 ] benzodiazepine- 10 -carbonyl ) -3 -methoxy- 
phenyl] -biphenyl-2-carboxylic acid amide or a 
pharmaceutically acceptable salt, ester or prodrug form 
thereof. 

4. The compound [3-Methoxy-4- (5H, llH-pyrrolo[2, 1- 
c] [1, 4] -benzodiazepine-10-carbonyl) -phenyl] -biphenyl-2- 
carboxylic acid-amide or a pharmaceutically acceptable salt, 
ester or prodrug form thereof. 

5. The compound {3-Methoxy-4- [3- (4 -methyl - 
piperazin-l-ylmethyl ) -5H, llE-pyrrolo [2,1- 

c ] [ 1 , 4 ] benz odiaz epine - 1 0 - carbonyl ] -phenyl } -bipheny 1 - 2 - 
carboxylic acid amide or a pharmaceutically acceptable salt, 
ester or prodrug form thereof. 

6. The compound {2-Methoxy-4- [3- {4-methyl- 
piperazin-l-ylmethyl) -5H f llH-pyrrolo [2,1- 

c] [1, 4]benzodiazepine-10-carbonyl] -phenyl }-biphenyl-2- 
carboxylic acid amide or a pharmaceutically acceptable salt, 
ester or prodrug form thereof. 

7. The compound [4- (3-Dimethylaminomethyl-5H, 11H- 
pyrrolo[2, 1-c] [1, 4] benzodiazepine-10 -carbonyl) -2-methoxy- 
phenyl] -biphenyl-2-carboxylic acid amide or a 
pharmaceutically acceptable salt, ester or prodrug form 
thereof. 
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8. The compound {3-Bromo-4- [3- ( dimethyl -amino- 
methyl ) -5H, llH-pyrrolo [ 2 , 1-c ] [ 1 , 4 ] benzodiazepine-10 -. 
carbonyl] -phenyl-biphenyl-2 -carboxylic acid amide or a 
pharmaceutically acceptable salt, ester or prodrug form 
thereof . 

9. The compound {3-Bromo-4- [3- (4-methyl-piperazin- 
1-ylmethy 1 ) -5H, llH-pyrrolo [ 2 , 1-c] [ 1 , 4 ] benzodiazepine-10- 
carbonyl] -phenyl } -bipheny 1-2 -carboxylic acid amide or a 
pharmaceutically acceptable salt, ester or prodrug form 
thereof. 

10. The compound [3 -Chloro-4- (3 -morpholin-4- 
ylmethyl-5H, HH-pyrrolo [2 , 1-c] [1,4] benzodiazepine-10- 
carbonyl) -phenyl] -bipheny 1-2 -carboxylic acid amide or a 
pharmaceutically acceptable salt, ester or prodrug form 
thereof . 

11. The compound {4- [3- (2-Aminoethyl) -5H, 11K- 
pyrrolo[2, 1-c] (1, 4 Jbenzodiazepine-10-carbonyl] -3-chloro- 
phenyl) -bipheny 1-2 -carboxylic acid amide or a 
pharmaceutically acceptable salt, ester or prodrug form 
thereof. 

12. The compound N- [3- (3-Methoxy-5H, 10H- 
pyrazolo [ 5 , 1-c] [1,4] benzodiazepine- 9 -carbonyl ) -phenyl ] -2 - 
pyridin-2-yl-benzamide or a pharmaceutically acceptable salt, 
ester or prodrug form thereof. 

13. The compound N- [3 -Chloro-4 - (5H,11H- 
pyrrolo [2, 1-c] [1,4] benzodiazepine-1 0 -carbonyl ) -phenyl ] -2 - 
thiophen-2-yl-benzamide or a pharmaceutically acceptable 
salt, ester or prodrug form thereof. 
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14. The compound N- [3 -Chloro-4- (5H,11K- 
pyrrolo [ 2 , 1-c] [ 1 , 4 ] benzodiazepine-10-carbonyl ) -phenyl ] -2 - 
pyridin-3-yl-benzamide or a pharmaceutically acceptable salt, 
ester or prodrug form thereof. 

15. The compound N- [3-Chloro-4- (5H, 11H- 
pyrrolo[2, 1-c] [1, 4] benzodiazepine-10-carbonyl) -phenyl] -2- 
pyridin-4-yl-benzamide or a pharmaceutically acceptable salt, 
ester or prodrug form thereof. 

16. The compound N- [4 - (3-Methoxy-5H, 11H- 
pyrrolo[2, 1-c] [1,4] -benzodiazepine- 10 -car bonyl) -phenyl] -2- 
pyridin-2-yl-benzamide or a pharmaceutically acceptable salt, 
ester or prodrug form thereof. 

17. The compound N- [4- (3-Dimethylaminomethyl- 
5H, llH-pyrrolo[2,l-c] [1, 4]benzodiazepine-10-carbonyl) -3- 
methoxy-phenyl] -2-pyridin-2-yl-benzamide or a 
pharmaceutically acceptable salt, ester or prodrug farm 
thereof. 

18. The compound N- [3-Bromo-4- (5K, llH-pyrrolo[2, 1- 
c] [1, 4]benzodiazepine-10-carbonyl) -phenyl] -2-pyridin-2-yl- 
benzamide or a pharmaceutically acceptable salt, ester or 
prodrug form thereof. 



19. A compound as claimed in any one of Claims 
1 to 18 for use in the treatment of disease characterised 
by excess renal reabsorption of water. 

20. The use of a compound as claimed in any one 
of Claims 1 to 18 in the manufacture of a medicament for 
the treatment of disease characterised by excess renal 
reabsorption of water, 

21. A pharmaceutical composition comprising a 
compound as claimed in any one of Claims 1 to 18 in 
combination with a pharmaceutically acceptable carrier. 
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